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• A chemical or a herbal CEP certifies that the quality of the substance
is suitably controlled by the Ph. Eur. monograph with addition of tests
if necessary (mentioned on the CEP).

• A TSE CEP certifies that the substance complies with the Ph. Eur.
General Chapter 5.2.8 on minimising TSE risk. It does not certify that
the quality of the substance is suitably controlled by a specific Ph. Eur.
Monograph.

• A CEP does not replace a certificate of analysis.

• A CEP does not replace the QP declaration.

• A CEP is not a GMP certificate.

Types of CEP 
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CEP in a Marketing Authorisation Application in the EU

CEP (chemical purity) is intended to be included in Part 3.2.S of the Marketing 
Application- often via type 1A variation

• A complete copy of the CEP, with its annexes
• Specification of the active substance as implemented by the drug product 

manufacturer (may include other tests than those of the monograph + the 
CEP)

• Batch data in 3.2.S.4 demonstrating compliance to Ph. Eur. monograph and 
any additional tests on CEP

• If needed stability data in 3.2.S.7

CEP (TSE risk) is intended to be included in the Regional part of the CTD (EU,
module 1).
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CEP in a Marketing Authorisation Application in the EU

• Normally no questions will be raised about the substance during evaluation of
MA dossier, except for items not covered by CEP.

• EDQM assessment is performed taking into account the ‘general’/common use
of the substance. Specific uses should be addressed at the level of the MAA.

• A CEP may not address all parameters relevant for the specific use in the
finished product e.g. physico-chemical characteristics, production section,
stability data for a re-test period (if absent on CEP), etc. Hence additional data
might be needed.
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CEP in a Marketing Authorisation Application in the EU
• Provided there are no quality or safety concerns only the versions of the CEP (i.e.

revised certificates) which were used in the manufacturing process of a batch of
finished product / active substance need to be included in the dossier = Multiple
versions of a CEP may be valid at the same time

• If with the submission one or more revisions of the CEP are omitted, the MAH
should confirm in the variation application form that substance from the omitted
CEP version(s) was not used in the manufacture of the FP and/or AS during the
validity of this certificate(s).

• Additionally, it should be confirmed that any changes introduced by the omitted
CEP revision(s), do not affect the quality of the AS and/or FP.

European Medicines Agency post-authorisation procedural advice for users of the centralised procedure 
(EMEA-H-19984/03 Rev. 102)
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CEP 2.0

https://www.edqm.eu/en/what-is-the-cep-2.0

https://www.edqm.eu/en/what-is-the-cep-2.0
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Co-existence of different CEPs
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How to interpret the information 
laid down on CEPs 

Current and Hybrid
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Substance name
+ subtitle

Holder + 
manufacturer(s)

CEP statements

Declaration of access

monograph number

Dated + 
signed

Start of 
validity

Method(s) annexed

CEP reference no.

Current “Old” CEP
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CEP 

• The “hybrid look” CEP will be granted after approval of revision 
applications and notifications for existing CEPs, when the content 
of the CEP is impacted.

• The “hybrid look” CEP will have the new numbering, SPOR/OMS 
ORG and LOC_ID, the expiry date and declaration of access 
removed, an e-signature and will be issued as an electronic 
document. 
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CEP 
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Information on a 

CHEMICAL CEP
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Subtitle (optional)

Sometimes a subtitle is requested by CEP holder when they hold multiple
CEPs for the same substance (e.g. Process 1, Process 2)

However, the subtitle may also be related to a Grade
A grade (e.g. micronised, polymorphic form) is mentioned on the CEP as
subtitle, only if:

1. requested by the CEP applicant (application form)

2. accepted* during the CEP evaluation procedure

* in line with EDQM policy document PA/PH/CEP (04) 1 « Content of the Dossier for
Chemical Purity and Microbiological Quality »
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- A CEP may mention more than one grade provided that they have the same
impurity profile; otherwise separate CEPs will be required.

- Any grade requested should be defined by appropriate limit(s) and
associated test(s) which are then mentioned on the CEP + analytical
method(s) are annexed.

What does it mean if a CEP has NO grade ?
Data relative to a particular grade are not included in the CEP dossier OR the
applicant has not asked for a grade (even if the data are provided in the dossier).

Subtitle (optional) – Related to grades
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Manufacturing sites

Sites (name + address) are mentioned according to their roles: 
• CEP holder
• Intermediates manufacturer(s)
• Substance manufacturer(s) 

starting material manufacturers are NOT mentioned on a CEP

Additional sites, when applicable (subtitle), if not already listed as manufacturer:
• Site(s) performing sterilisation steps 
• Site(s) performing physical treatments (e.g. micronisation)
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Production sites are mentioned in Annex 1 of the CEP:

Name of the intermediate(s) is
not specified on the annex

The CEP does not distinguish
which manufacturer produces
which intermediate
(if more than one intermediate
is involved)

CEP user should communicate with CEP holder to obtain more details on intermediates and 
manufacturers



18 © EDQM, Council of Europe, 2023. All rights reserved.

What does it mean if there are limits for related substances on the CEP?
• These related substances are process-specific impurities (additional to those already listed in 

the Ph. Eur. monograph).

• They are found above the identification threshold in the substance and need to be specified.

Impurities statements

What does it mean if there are methods for related substances annexed
to the CEP?
• The Ph. Eur. monograph method is NOT suitable to control the process-specific impurities in the

substance.
• The monograph should be supplemented with an « additional method » developed by the

applicant, and which is appended to the CEP.

Impurity X
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What about “alternative method”?

• The holder may chose to use alternative “In-house methods” to those of the Ph. Eur.
monograph to control related substances.

 Should be cross-validated against the Ph. Eur. method (should be at least
equivalent)

 Acceptability is determined by EDQM
Will it be annexed to the CEP to control impurities? NO
• The reason is because the Ph. Eur. monograph method is suitable to control the

impurities in the substance.

In the event of doubt or dispute, the texts of the Ph. Eur. 
are authoritative. 

Impurities statements
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Why the following statement is sometimes mentioned on CEPs?

 The current Ph. Eur. monograph does not include a limit for unspecified
impurities (this is still the case in some old monographs; they are
progressively revised).

 The manufacturer has introduced such a limit in the specification (limit to
be set in line with Ph. Eur. monograph 2034 - Substances for
pharmaceutical use).

Impurities statements
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• A mutagenic impurity is limited on the CEP when it is present or potentially present in the
substance.

• The limit proposed by the applicant is assessed and accepted at EDQM in line with the
ICH M7 requirements (Option 1 control).

• If the Ph. Eur. method is not suitable to control this impurity, the in-house method is
annexed to the CEP.

What does it mean if no mutagenic impurities are limited on the CEP?
a) There are NO known mutagenic impurities formed/introduced in the route of 

synthesis proposed by the API manufacturer. Or
b) Any mutagenic impurities present are controlled in accordance with an acceptable 

ICHM7 option 2, 3 or 4 control. Or
c) They are controlled by the monograph.

Mutagenic impurities on the CEP
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Which solvents are mentioned
on a CEP?
those likely to be present in the 
substance 

AND

those used in the last step

Residual solvents

Solvent
mentioned
on the CEP

YES

YES

Solvent used in the last step
of the substance 

manufacturing process?

Residual levels in the 
substance above 10% of ICH 

limit* (or 30% for class 1 
solvents)

NO

Solvent is considered
absent in the 

substance  and it is
NOT mentioned on 

the CEP

*ICH Q3C 
Option 1 limit NO
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What are the limits mentioned on the CEP for solvents? 
Limits proposed by the manufacturer, as accepted by the EDQM.

a) Limits on a CEP are mostly those of ICH Q3C Option 1:

b) Sometimes limits are tighter than ICH Q3C Option 1:

c) Exceptionally, higher limits than ICH Option 1 are acceptable if duly justified (e.g. Option 2, this is
made transparent on CEP).

Residual solvents

(Annex 2)
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When is a Loss on drying test mentioned on the CEP?
a) When LOD test included in the Ph. Eur. monograph (limit NMT 0.5%) and class 3 

solvents are likely to be present in the substance:

b) When no LOD test included the Ph. Eur. monograph and manufacturer uses LOD test of 
Ph. Eur. 2.2.32 (limit NMT 0.5%) to control water and/class 3 solvents:

When is water mentioned on the CEP?
Water is mentioned on the CEP if used in the last purification step(s) => likely to be present in 
the substance.

Residual solvents
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• EDQM does not make a decision on compliance with elemental impurities
guidance such as ICH Q3D.

• The CEP instead provides transparency on elemental impurities, to be
considered by the manufacturer of medicinal product in the context of a
MAA.

• CEPs have been providing this transparency since 2016 for human and for
human and veterinary substances, and from 2021 for veterinary use only
substances (see PA/PH/CEP (16) 23, 2R published in April 2021)

Elemental impurities
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a) A RMS is provided and it is annexed to the CEP
b) RMS reflects the presence/absence of elemental impurities in the API
c) The applicant has not set limits in the specification

a) and b) as above 
c) The applicant has set limits for elemental impurities => limits on the CEP and 

methods annexed.

What is the meaning of the following CEP statements?

Elemental impurities – all scenarios
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All 24 
elemental
impurities as 
mentioned
in ICH Q3D 

route of 
administrationIntentional

introduction

Should mention 
the basis on 
which “absence” 
of elemental 
impurities has 
been determined

See document 
“Implementation of 
ICH Q3D in the 
Certification 
Procedure” 
(PA/PH/CEP (16) 23, 2R) 
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a) A RMS is not provided
b) The CEP is transparent on the introduction of elemental impurities, not on their 

absence/presence.
c) No limits for elemental impurities in the specification

a) and b) as above 

b) The applicant has set a limit in the specification => limit on the CEP and method annexed.

Elemental impurities – human, human and veterinary use
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Elemental impurities – veterinary use only

a) A RMS is not provided
b) No reference to ICH Q3D is made for substances for veterinary use only
c) The CEP is transparent on the intentional introduction of elemental impurities. This

includes those classified by ICHQ3D, intentionally added as catalysts, and those which
introduce a concern for toxicity.

d) No limits for elemental impurities in the specification

a, b, c) As above,
d) The applicant has set a limit in the specification => limit on the CEP and method annexed.
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Other

Omission of tests
When it is demonstrated that a test specified in the Ph. Eur. monograph is
not necessary for a named compound because the
impurity/solvent/compound cannot be present with the route of synthesis
or is not used.
Note: omission is acceptable for specific tests to control one or few impurities however
does not apply to the test for related substances.

Container closure
Systematically assessed and mentioned on the CEP (immediate + outer
packaging), even if no retest period is requested.
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Requested by the applicant, otherwise absent. CEP statement reflects the fact that 
the substance is stable
• during the XX months mentioned on the CEP 
• in the packaging material mentioned on the CEP 
• in long term conditions : 25°C ± 2°C/40% RH ± 5% RH or 30°C ± 2°C/35% RH ±

5% RH (short term excursions are covered by additional testing at accelerated test 
conditions)

Why some CEPs indicate specific storage conditions?
• They have been justified by stability data. 

Retest period (optional but highly recommended)
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Material of human/animal origin
CEP applicants have to declare whether any material of human or animal origin is 
introduced in the manufacture of the substance

The holder of the certificate has declared the use of material of human or animal origin in the 
manufacture of the substance and there is no risk of viral contamination. 

The holder of the certificate has declared the use of material of human or animal origin in the 
manufacture and viral safety has to be assessed in the context of medicinal product containing 

this substance.
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Information on a 

TSE CEP 
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Additional information, as applicable:

• Subtitle (e.g. manufacturing process for gelatin)
• Country(ies) of origin of source materials.
• Nature of animal tissues used in manufacture.
• Manufacturing process applied (if relevant for the safety of the 

product e.g. gelatin). 

Information on a TSE CEP

A TSE CEP does not certify that a particular source of a substance 
complies with the corresponding Ph. Eur. monograph for that 
substance.
A TSE CEP certifies that the substance is compliant with Ph. Eur. 
Monograph 1483 => it is “TSE safe”.
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Information on a 

CEP for a sterile substance
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CEP for a sterile substance
• A “sterility CEP” does not exist on its own.
• Always combined with a Chemical CEP or with a Double CEP (chemical + TSE).

• Subtitle “Sterile” 
• The CEP includes the typical statements of each type of CEP (as applicable).
• And the following statement

The European system requires that sterilisation data should be included in 
the MAA even if a CEP for a sterile substance is submitted
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Information on a CEP for herbal drugs
or herbal drug preparations
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For extracts:
• Drug extract ratio (DER) calculated on genuine extract (without excipients)
• Residual solvents with acceptance criteria and control methods if used in 

last steps
• Extraction solvent(s) used
• Information on excipients  used: name and percentage (or statement of 

non-use of excipient)

For all:
• Packaging material
• Re-test period if requested by the applicant
• Use/non-use of material of animal or human origin

Typical Herbal CEP statements:
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How to interpret the information 
laid down on CEPs 

CEP 2.0
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CEPs and information reported
Information which will remain on the CEP as today:

• Subtitle
• List of class 3 solvents used in the last steps of the process and 

controlled by loss on drying
• Use of water in the last steps of the process 
• Information on elemental impurities (Risk management summary 

(RMS) or statements on use/non-use)
• Container closure system and re-test period.
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CEPs and information reported
Information which will remain on the CEP as today:

• Statement regarding Production section of the monograph only when 
not assessed by EDQM (has to be addressed as part of the MAA)

• Statement on method of sterilisation when applicable
• For herbal CEPs, DER ratio, extraction solvents and excipients
• “Animal or human origin material” sentence kept as today, even if in 

most of the cases no use of such materials
• Depending on the case, statement regarding viral safety.
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CEPs and information reported

Changes to the content
• The full approved specification (section 3.2.S.4.1) applied by the CEP holder

• The additional methods (Part of section 3.2.S.4.2) needed to control the quality of the
substance

When : Ph. Eur. method is not suitable to control in-house impurities 

To supplement monograph method(s) 

Unless absence of corresponding impurities is demonstrated, it will be reported on CEP

Validation in line with ICH Q2(R1)
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Mock-up CEP 
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Mock-up CEP 
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Mock-up CEP 

Additional methods
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CEP 2.0
• Regular information published on dedicated webpage

https://www.edqm.eu/en/what-is-the-cep-2.0

• Several webinars already held in May.

https://www.edqm.eu/en/what-is-the-cep-2.0


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
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