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Certification - Background

« CEP = Certificate of Suitability to the monographs of the turopean
harmacopoeia

* The procedure for the CEPs was established in 1994 and was initially only
applicable to pharmaceutical substances

* In 1999, the procedure was extended to include products with a risk of
transmissible spongiform encephalopathy (TSE)

* The procedure was further revised to allow for the control of herbal drugs and
herbal drug preparations




EU legislation and Regulatory background |I:EI|

EU Directive 2001/83/EC (human) and amendment
2003/63/EC state that active substances should comply
with the Ph. Eur monograph if there is one
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EU legislation and Regulatory background ||:EI|

EU Directive 2001/83/EC (human) and amendment
2003/63/EC state that active substances should comply
with the Ph. Eur monograph if there is one

The Terms of Reference are adopted by the Ph. Eur.
Commission

Resolution AP-CSP (07) 1 on the "Certification of Suitability
to the Monographs of the European Pharmacopoeia”
adopted by the Public Health Committee of the Council of
Europe
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A robust procedure which exists for 30 years

Opento

any manufacturer
regardless of
geographical origin

s

o
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European Directorate for
the Quality of Medicines
and HealthCare (EDQM)

What is the CEP?

Assess and conclude that the quality of a
substance” is controlled by the Ph. Eur.monograph
and additional tests if needed

“except for biologicals

Certificate

of Suitability <

Check compliance with
GMP at manufacturing sites

e

The CEP procedure centralises the
evaluation of the quality of
pharmaceutical substances for the
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benefit of regulatory authorities and
industry alike, thus saving time and
resources and ensuring harmonisation in
the assessment of data.

Regulatory Authorities
accepting CEPs

Centralised assessment:
saves time and resources

— CEP

Marketing Application

evaluation
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Scope and out of scope of the procedure
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. Substances described in monographs in the - Substances notincluded in Ph. Eur. (except
Ph. Eur. (active substances, excipients, TSE CEP)
herbal drugs): “ ”or“ ” CEP

Substances which do not comply with the

Definition section of the monograph

. Biologicals and products extracted from

. Products with risk of TSE (starting materials, animal tissues

intermediates, reagents, etc.): © *»CEP
e —— . Human tissues derivatives, blood
—_—" derivatives, vaccines
SPONGE-LIKE ERAIN DISEASE
o TN PROCESS
P . Finished products
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Whatis a CEP

A chemical or herbal CEP certifies that the quality of the substance is
suitably controlled by the Ph. Eur. monograph and any supplementary

tests deemed necessary in line with (V)ICH and EMA guidelines.

A TSE CEP certifies that the substance complies with the Ph. Eur.
General Chapter 5.2.8 on minimising the 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 is not a GMP certificate

0
I
o
I
=
o
[a]
m
(@)




The CEP procedure

An international platform for:

 Assessment of the quality of substances for pharmaceutical use (mainly
APIs), with reference to monographs of the Ph. Eur.

* Source of information to update and revise Ph. Eur. Monographs

* Centralised assessment
* Facilitates management of MAAs and variations

 Coordination and conduct of GMP inspections of APl manufacturers
M m (_'()L.'NC }EUR()PE
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CEP and ASMF procedures

Drug substance documentation is an integral part of a marketing authorisation application

Based on EU NfG « Summary of requirements for active substances in the quality part
of the dossier », the applicant can choose the way to provide data on the quality :

« Certificate of suitability (CEP)
* Active substance Master File (ASMF)

 Fulldetails of manufacture in MAA

The data to be submitted are the same, regardless of the option selected

CEPs are not mandatory, but generally avoid any subsequent re-assessment
/ (_'()L.'NC }EUR()PE
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Comparison between CEP & ASMF procedures

Purpose

Scope of material

Dossier

CEP procedure

The CEP is independent from MAA

It confirms that the APl complies
with Ph. Eur. requirements

Pharmacopoeial substances only:

Active substances or excipients
Any substance for TSE CEP

Contentidentical (CTD 3.2.S)

Full dossier sent directly by the
manufacturerto EDQM (will generally
be the holder of the CEP)

ASMF procedure

* The ASMF is submitted in the context of a
specific MAA for medicinal products

Active substances only:
* New chemical entities
* Existing substances

 Contentidentical (CTD 3.2.5)
* AP sentto the marketing authorisation
holder of medicinal product and the RP is

submitted to the competent authorities
(NCA /EMA)
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Comparison between CEP & ASMF procedures

CEP procedure ASMF procedure
* Single evaluation centralised at EDQM * Multiple evaluations
* Assessment performed by assessorsfrom ¢ Assessment of ASMF by each NCA in
NCA appointed by the Certification the context of assessing a specific MAA
Evaluation Steering Committee or variation for medicinal products

* The pool of assessors is a mix of EDQM
and assessors from NCA

Assessment against: Assessment against:
Evaluation references « |CH/EU guidelines for quality ¢ ICH/EU guidelines for quality
and principles * Ph. Eur monographs «  Ph. Eur monographs (if applicable)

 EDQM specific guidance

7 COUNCIL OF EURCPE
i‘ * ‘.'Z
L3 *
* *
* o

© EDQM 2025




Comparison between CEP & ASMF procedures

CEP procedure ASMF procedure

* The Certificate is granted to the CEP A Marketing Authorisation for the medicinal
holder (usually APl manufacturer) product using this particular API

CEP holder can provide a copy to their
customers (users of the substance)

Deliverable

* Changes to the CEP dossier Submission of changes to marketing
Variations centralised at EDQM authorisation applications, according to
* Submission of revised CEPs EU Variations regulation

according to EU Variations regulation

* Ph. Eur member states (including the EU/EEA member states
UK) ¢ UK
Use * Others (Australia, Canada, Tunisia, Australia and Canada
Morocco, Singapore, South Africa,
Saudi Arabia, Brazil, etc)
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Worksharing and cooperation accross Europe

Holder’s commitment / Annex 7 of the CEP application form foresees sharing EDQM
assessment reports with:

* National Competent Authorities of the Ph. Eur. member states

* EMAincluding all CHMP and CVMP Members and their experts

 Competent Authorities of countries with whom EDQM has a Memorandum of
Understanding and/or Confidentiality Agreement in place (list on the EDQM

website)

ASMF reports may also be made available for EDQM (see NfG ASMF procedure
CHMP/QWP/227/02 Rev 3 corr).
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How to apply for a CEP

Module 1: application form (available on the EDQM website)

* Information on CEP holder/ manufacturing sites

* Statements and declarations

* Request for a grade / re-test period

* Details on the marketing history (details on accepted ASMFs following October 2012)

Module 2: Quality Overall Summary
Template for Quality Overall Summary to be submitted for Certification applications

Module 3: quality part, submitted preferably in English (or in French)
 EDQM guideline “Content of the Dossier for Chemical CEP”: comparable to ASMF or 3.2.S of CTD
* For TSE risk CEP: requirements from Ph. Eur. general text, 5.2.8 and “Content of the dossier for TSE risk”
* “Content of the dossier for herbal drugs/herbal drug preparations”
* “Content of the dossier for sterile substances”
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https://www.edqm.eu/documents/52006/0/Application+form_Request+for+New+certificate+of+suitability_01-06-2023+%282%29.doc/14bf5cb0-e64a-cfb0-71c8-c70eedbe1b31?t=1682675004312
https://www.edqm.eu/documents/52006/0/Application+form_Request+for+New+certificate+of+suitability_01-06-2023+%282%29.doc/14bf5cb0-e64a-cfb0-71c8-c70eedbe1b31?t=1682675004312
https://www.edqm.eu/documents/52006/157198/Template+for+Quality+Overall+Summary+to+be+submitted+for+Certification+applications+%28PA_PH_CEP+%2815%29+26+1R%2C+January+2024%29.pdf/bff7e400-dfc8-6362-cd56-b511bab9b178?t=1706251466988
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How to apply for a CEP - electronic submissions

Electronic submissions for any applications in eCTD format via CESP (register for a CESP
account on the Heads of Medicines Agencies website)

 Use of CESP to submit electronic documents to EDQM

 Guidance for electronic submissions for Certificates of Suitability (CEP) applications

« EDQM DCEP Sharing Tool - How to manage your account

* NEW: https://www.edgm.eu/en/-/changes-to-e-submission-requirements-for-cep-
applications

As of 15t of November 2025, new requirements should be fulfilled (eCTD validation report

must be provided)

Changes to e-submission requirements for CEP applications
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https://www.edqm.eu/documents/52006/157195/Use+of+CESP+to+submit+electronic+documents+to+EDQM+%28PA_PH_CEP+%2813%29+67+2R%2C+April+2016%29.pdf/23469f32-b800-b8a4-3512-350705eb109c?t=1637001345399
https://www.edqm.eu/documents/52006/157195/Use+of+CESP+to+submit+electronic+documents+to+EDQM+%28PA_PH_CEP+%2813%29+67+2R%2C+April+2016%29.pdf/23469f32-b800-b8a4-3512-350705eb109c?t=1637001345399
https://www.edqm.eu/documents/52006/169835/Guidance+for+electronic+submissions+for+Certificates+of+Suitability+%28CEP%29+applications+-+PA_PH_CEP+%2809%29+108%2C+6R.pdf/d6350a7d-e328-9afb-102e-5db15e24283f?t=1648221056625
https://www.edqm.eu/documents/52006/169835/Guidance+for+electronic+submissions+for+Certificates+of+Suitability+%28CEP%29+applications+-+PA_PH_CEP+%2809%29+108%2C+6R.pdf/d6350a7d-e328-9afb-102e-5db15e24283f?t=1648221056625
https://www.edqm.eu/documents/52006/107691/EDQM+DCEP+Sharing+Tool+-+How+to+manage+your+account+%28PA_PH_CEP+%2821%29+62%29.pdf/528a49a3-d7c3-fc01-0c66-1dcf2bc8ed44?t=1643704436989
https://www.edqm.eu/documents/52006/107691/EDQM+DCEP+Sharing+Tool+-+How+to+manage+your+account+%28PA_PH_CEP+%2821%29+62%29.pdf/528a49a3-d7c3-fc01-0c66-1dcf2bc8ed44?t=1643704436989
https://www.edqm.eu/documents/52006/107691/EDQM+DCEP+Sharing+Tool+-+How+to+manage+your+account+%28PA_PH_CEP+%2821%29+62%29.pdf/528a49a3-d7c3-fc01-0c66-1dcf2bc8ed44?t=1643704436989
https://www.edqm.eu/documents/52006/107691/EDQM+DCEP+Sharing+Tool+-+How+to+manage+your+account+%28PA_PH_CEP+%2821%29+62%29.pdf/528a49a3-d7c3-fc01-0c66-1dcf2bc8ed44?t=1643704436989
https://www.edqm.eu/en/-/changes-to-e-submission-requirements-for-cep-applications
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How does it work?

Request
for additional

Request for
inspection

A

information

semmn

CEP __=
App"cation —_— Evaluation S CEP granted @
Additional information
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How does it work?

Request
for additional
information

Request for
inspection

CEP
Application Evaluation .

Additional information

Request for Ph. Eur.

monograph revision

l

Ph. Eur.
I | ;La:sfertothe — monograph -
| - Eur. experts group revision ﬂ

—_—
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Basic principles for maintaining a CEP

Once a new CEP is granted, the CEP holder should apply for revisions of their certificate to:
have changes in the process or in the controls approved,;
be up to date with most recent regulatory requirements;
update the certificate with the administrative changes

Any change must be reported to EDQM for approval

Classification of changes are based on EU Regulations on Variations to Marketing Authorisations
(being revised)

Specific EDQM guideline for revisions of CEPs, available on the EDQM website:

Application form "Request for Revision or renewal of Certificate of Suitability“

Guideline on Requirements for Revision/Renewal of Certificates of Suitability to the European
Pharmacopoeia Monographs
/ m (_'()L.'NC }EUROPE



https://www.edqm.eu/documents/52006/0/Application+form_Request+for+Revision+or+renewal+of+a+Certificate+of+Suitability_01-06-2023.doc/ec9b7720-fa29-2a26-0393-3d312d5d9f18?t=1682675004105
https://www.edqm.eu/documents/52006/157204/GUIDELINE+ON+REQUIREMENTS+FOR+REVISION_RENEWAL+OF+CERTIFICATES+OF+SUITABILITY+TO+THE+EUROPEAN+PHARMACOPOEIA+MONOGRAPHS.pdf/64f69dcf-66c6-a8ed-ee04-7433dc2a0985?t=1639668514194
https://www.edqm.eu/documents/52006/157204/GUIDELINE+ON+REQUIREMENTS+FOR+REVISION_RENEWAL+OF+CERTIFICATES+OF+SUITABILITY+TO+THE+EUROPEAN+PHARMACOPOEIA+MONOGRAPHS.pdf/64f69dcf-66c6-a8ed-ee04-7433dc2a0985?t=1639668514194

Revisions of the CEPs it G e e o+ [

starting material used in the manufacturing documentation | change
process of the final substance

a) The proposed manufacturer of the | 1,2 1,23, 4 IN
starting material is part of the same
group as the currently approved
manufacturer

b) The proposed manufacturer of the | 1,2 1,2,3,4 MIN

* Notification: immediate (IN) / Annual (AN) S e e

same group as the currently approved
manufacturer

o M | n O r C h a n ge (M I N) c) The proposed manufacturer of the 1,34 MIN

starting material uses a different

) M aJ or Cc h a nge (MAJ) route of synthesis or manufacturing

conditions  which  impact the
specifications of the starting material

d) The proposed manufacturer of the MAJ (*)
starting material uses a different

Non-classified changes are: Minor by default route of synthesis or manufacturing

conditions  which  impact the
specifications of the final substance

e) The proposed manufacturer of the 1,35 MAJ
starting material is used in the
manufacturing process of a biological
substance

* Inform their customers of any changes made
Conditions
¢ Send reVISed CEP to CUStomerS aS Soon aS a 1.  The specifications of the starting material are identical to those already approved.
revised CEP haS been issued 2. The final substance is not a bioclogical substance or a sterile substance.

Documentation

C E P h (0) l-d Ers res D on SI bl liti €S towa rd S th el rcu Sto mers 1. A declaraticn from the Certificate holder that the specifications of the final substance are

the same as those already approved.

2. A dedlaration from the Certificate holder that the specifications and the quality control
procedures of the starting material are the same as those already approved. If a different
route of synthesis is retained for the new supplier, the synthetic flowchart of how the
starting material is obtained should be provided.
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https://www.edqm.eu/documents/52006/107691/CEP+holders+responsibilities+towards+their+customers+%28PA_PH_CEP+%2821%29+57%2C+January+2022%29.pdf/1d7f727a-715c-0b2c-a649-ec1da317a959?t=1643900679424

Sister files

A company holding a CEP may wish to apply for another CEP for the same
substance via the sister file procedure

There are conditions to meet: the sister file should refer to the parent file and could
be treated as a revision of the parent file

Document available on EDQM website:
Guidance on applications for «sister files»

Why applying for a sister file”? To benefit from a faster assessment
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Fast-Track and Reliance: two pillars for efficient procedure

Support efforts to address shortages of substances

Support the principles of the Critical Medicines Act

—
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Fast-Track and Reliance: two pillars for efficient procedure

Whatis it?
Expedited assessment for some applications -
e.g. (EU) Union List of critical medicines

II
<

How
* By considering requests from NCA / EMA
* By considering requests from CEP holders
based on the Union List of critical medicines
or reported shortages
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Fast-Track and Reliance: two pillars for efficient procedure

9

==

Whatis it?
Increased use of assessments of NCA to make best
use of assessors’ resources and enhance convergence
of assessment

How
* CEP applicants declare in the application form
whether their substance has been approved by
means of an ASMF/DMF
« EDQM gets (confidentially) the relevant Assessment
Report from the authority and uses it as a reference
for own assessment
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Fast-Track and Reliance: two pillars for efficient procedure

Support efforts to address shortages of substances on the Union List of Critical Medicines

Support the principles of the Critical Medicines Act

—

Regulatory Reliance and
Fast track assessment in the CEP
procedure

* Operational since September 2025

* Official procedures for fast tracked
a p p I_| Cat|0 NS W| ll be pu bl|S h ed |n 2026 According to the World Health Organization (WHO), “Good reliance practices are

anchored in overall good regulatory practices (GRP), which provide a means for
establishing sound, affordable, effective regulation of medical products as an
important part of health system strengthening,. If...
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How long does it take?

“Stepwise process to get a CEP

or having a change approved”

For a new CEP application:

Initial submission 2.1

Validatlon 2.2

5WD

115WD

Decision

Validation 2.2

Treatrment 2.3
Clarification f
Dossier update

23WD

Assessment 2.3
Additional
Information

92WD

Decision

P coon |

WD: Working days
CD: Calendar days

30CD

Validation 2.2

Treatment 2.3
n
er update

23WD

Assassment 2.3
Additional
Information

Decision Closure

COUNCIL OF EURCPE



https://www.edqm.eu/documents/52006/272880/Stepwise%20process%20to%20get%20a%20CEP%20or%20having%20a%20change%20approved%20-%20PA-PH-CEP%20%2824%29%205.pdf/0c4a855b-322f-1981-fac4-28942992265d?t=1762332348070
https://www.edqm.eu/documents/52006/272880/Stepwise%20process%20to%20get%20a%20CEP%20or%20having%20a%20change%20approved%20-%20PA-PH-CEP%20%2824%29%205.pdf/0c4a855b-322f-1981-fac4-28942992265d?t=1762332348070

Who performs the evaluation?

Assessors are proposed by NCA/EDQM and appointed by the CEP Steer. Co.;

New application are assessed by 2 assessors: most commonly one from
EDQM and one from NCA from Ph. Eur member states and beyond

About 100 assessors from authorities from 25 countries:

* Skilled inthe relevant domain (chemical evaluation, TSE risk, herbal
products, toxicologists)

* Comeregularly to EDQM premises for the evaluation of dossiers

* Procedure for remote evaluations introduced in 2020 (due to Covid-19
pandemic)
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The EDQM Inspection programme -

For active substances manufacturing sites covered by CEPs

Applicants for a CEP commit:
* Manufacture is performed in compliance with GMP or a suitable Quality System (for non-API)
* Willingness to be inspected

Selection of sites to be inspected based on evaluation of risks

On-site inspections and Real-Time Remote Inspections:

* Performed mainly in Asia (India and China)
* Together with GMP inspectors proposed by authorities and appointed by the CEP Steer. Co.

7 COUNCIL OF EURCPE
i‘ * '..'.
* *
an D Direci ; Lt

0
I
o
I
=
o
[a]
m
(@)




Non-compliances to the CEP procedure

Non-compliances may be linked to:

* GMP non-compliance, following inspection carried out by EDQM or by an EU
inspectorate, or refusal to receive an EDQM inspection

* Failure to update the CEP application in line with a revised Ph. Eur. monograph or a
regulatory change

* Major quality issue (eg. Nitrosamines)

Need to consider risk for public health and actions to be taken:
* Formal Decision Making Process
* Actions taken on CEPs: suspension, withdrawal, etc..
* Communication to stakeholders + on the EDQM website
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Overview

Background and legal framework
The CEP procedure

Comparison between CEP and ASMF procedures

* %

How to apply for a CEP o R

=
\_._.

Evaluation of applications and granting of CEPs

Key figures and information available on EDQM website
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Key figures

 Since 1994, more than 10000 CEP Repartition of manufacturers
applications received for nearly 1500
different substances

m Europe
M India
m China
m USA

= RoW

* Currently more more than 7000
valid CEPs

M Asia other

e About 1500 manufacturers from >50
different countries (50% in India and
China)
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Keep up-to-date with CEP activities

« EDQM Website (www.edgm.eu) > Medicines > Certification of Suitability

HUMAN RIGHTS DEMOCRACY RULE OF LAW ABOUTUS ~ Connect 8 Q
European Directorate for the Quality of Medicines & HealthCare & 1 MORE INFORMATION

T

Medicines Substances of human origin - Consumer health - Products & services ~ Events & training - Contact =

European Pharmacopoeia
(Ph. Eur.)

Actions on Certificates

Biological Standardisati - .
ey e == : Implem_eptatlon of the
12th Edition of the
- European Pharmacopoeia
(CceEr"t;;‘Tcatmn of Suitability N :Juei\::t;’;;m Certification of ) . _ NOt|ﬂcat|On fOl’ CEP
holders

Reference Standards (RS)

OMCL Network About the Procedure

COMMISSIO| N-nitrosamine How to apply >
SESSION | contamination in brief The 12th Edition of the Furopean Pharmacopoeia

_ Find information on > i - .
180/ November January 2026 (P 1is now av ¢ ) S Of

Anti-falsification activities > i (Ph. Eur) is now av = = N|trosam|n?5
Consultation space - contamination

Policies & Guidelines

RESOURCE

Classification of medicines >
Pharmaceutical Care >

European Paediatric
Formulary

EDQM initiatives on
medicine shortages

EDQM activities on borderline

1 2t products

Available now!

eLearning
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http://www.edqm.eu/

Communication with EDQM

* General questions on CEPs: look at the FAQs
and if necessary use

* For queries specific to applications: via the
email address included in EDQM
communication _ cione

Fharmacopoeia

=
b

* Technical Advice: to meet the EDQM staff
and get advice about applications (fee
applicable)
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Thank you for your
attention

Anais Bouisseau - Certification of Substances Department
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More information

@ www.edgm.eu

https://go.edgm.eu/Newsletter

Follow us on

in edgm
X @edgm_news

f EDQMCouncilofEurope
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http://www.linkedin.com/company/edqm
https://x.com/edqm_news
https://www.facebook.com/EDQMCouncilofEurope
http://www.edqm.eu/
https://go.edqm.eu/Newsletter
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