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Abstract - EMA has a 25-year track record of ensuring efficacy and safety of human and veterinary medicines across Europe, and 

promoting research and innovation in the development of medicines. The article states requirement of Marketing Authorization 

Application to get registration of drug product to EEA region. The procedures for application of marketing authorization are – 

Centralized Procedure, National Procedure, Mutual Recognition Procedure and Decentralized Procedure. EDQM the European 

Medicines Agency (EMA) works with the European Directorate for the Quality of Medicines and HealthCare (EDQM), a directorate 

of the Council of Europe. The EDQM traces its origins and statutes to a European treaty promoting the elaboration of a common 

pharmacopoeia in Europe. The EMA and the EDQM cooperate on matters aimed at ensuring the quality of medicines and protection 

of public health.1The Certification of Suitability (CEP) is a certificate that certifies compliance of the active pharmaceutical 

ingredients (API) or pharmaceutical ingredients with that of the rules laid down in the monograph of the European Pharmacopoeia 

(EP). CEP should consist of an explicit description of the chemical composition of the substances. The manufacturer should provide 

evidence that the quality of the substance is controlled by the monographs of the EP and is granted by Certification Secretariat of the 

European Directorate for the Quality of Medicines (EDQM). The CEP also helps to bridge the gap between health authorities and 

industries, providing an added advantage for API manufacturers to enter the EU market. This article focuses on different registration 

procedures in Europe along with variations and renewal of drugs. It also gives an outline of CEP (Reading, Types, Suspension and 

Renewal) 
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_________________________________________________________________________________________________________

Introduction 

Founded in 1995, the European Medicines Agency (EMA) has 

worked across the European Union (EU) and globally to protect 

public and animal health by assessing medicines to rigorous 

scientific standards and by providing partners and stakeholders 

with independent, science-based information on medicines2. 

EMA has a 25-year track record of ensuring efficacy and 

safety of human and veterinary medicines across Europe, and 

promoting research and innovation in the development of 

medicines. EMA's success is based on cooperation within 

the European medicines regulatory network – a unique 

partnership between the European Commission, the medicines 

regulatory authorities in the European Economic Area 

countries, and EMA. Working together has encouraged the 

exchange of knowledge, ideas and best practices, in order to 

ensure the highest standards in medicines regulation. 

Today, seven EMA scientific committees and more than 30 

working parties provide scientific expertise for the regulation 

of medicines by drawing on a pool of several 

thousand European scientific experts from the network. 

The European medicines regulatory system is based on a 

network of around 50 regulatory authorities from the 31 EEA 

countries (28 EU Member States plus Iceland, Liechtenstein 

and Norway), the European Commission and EMA. This 

network is what makes the EU regulatory system unique 

EMA’s scientific committees3 

 The EMA has seven scientific committees that carry out its 

scientific assessments:  

• Committee for Medicinal Products for Human Use (CHMP)  

• Pharmacovigilance Risk Assessment Committee (PRAC)  

• Committee for Medicinal Products for Veterinary Use 

(CMVP) 

 • Committee for Orphan Medicinal Products (COMP)  

https://www.ema.europa.eu/en/glossary/efficacy
https://www.ema.europa.eu/en/glossary/efficacy
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• Committee on Herbal Medicinal Products (HMPC)  

• Committee for Advanced Therapies (CAT)  

• Paediatric Committee (PDCO) 

ROLE OF EMA  

EMA is responsible for the scientific evaluation, primarily of 

innovative and high-technology medicines developed by 

pharmaceutical companies for use in the EU. EMA was 

established in 1995 to ensure the best use of scientific resources 

across Europe for the evaluation, supervision and 

pharmacovigilance of medicines. Experts participate in the 

work of EMA as members of its scientific committees, working 

parties, scientific advisory groups and other ad hoc advisory 

groups, or as members of the national assessment teams that 

evaluate medicines. The experts are chosen on the basis of their 

scientific expertise and many of them are made available to 

EMA by the NCAs in Member States. Increasingly, patients 

and healthcare professionals are involved in the work of the 

Agency including in the evaluation of medicines. 

What We Do4 

 Facilitate development and access to medicines 

 Evaluate applications for marketing authorization 

 Monitor the safety of medicines across their life cycle  

 Provide reliable information on human and veterinary 

medicines in lay language  

What we don’t do  

 Evaluate the initial marketing authorization 

application of all medicines in the EU. The majority of 

medicines available in the EU are authorized at national 

level. For more information on medicine authorization 

routes in the EU, see Authorization of medicines; 

 Evaluate applications for the authorization of clinical 

trials. The authorization of clinical trials occurs at 

Member State level, although the Agency plays a key role 

in ensuring that the standards of good clinical practice are 

applied in cooperation with the Member States and 

manages a database of clinical trials carried out in the EU. 

 Evaluate medical devices. Medical devices are regulated 

by national competent authorities in Europe. EMA is 

involved in the assessment of certain categories of medical 

devices. For more information, see Medical devices; 

 Evaluate food supplements and cosmetics. These 

substances are evaluated at national level; 

 Carry out research or develop 

medicines. Pharmaceutical companies or other medicines 

developers carry out the research and development of 

medicines, who then submit the findings and test results 

for their products to the Agency for evaluation; 

 Take decisions or have information on the price or 

availability of medicines. Decisions about price and 

reimbursement take place at the level of each Member 

State in the context of the national health system of that 

country. For more information, see Health-technology-

assessment bodies; 

 Control the advertising of medicines. The control of the 

advertising of non-prescription medicines in the EU is 

primarily conducted on a self-regulatory basis by industry 

bodies, supported by the statutory role of the national 

regulatory authorities in the Member States; 

 Control or have information on 

pharmaceutical patents. Patents having effect in most 

European countries may be obtained either nationally, via 

national patent offices, or via a centralized process at 

the European Patent Office; 

 Develop treatment guidelines. National governments or 

the health authorities of individual EU Member 

States develop guidelines for decisions regarding 

diagnosis, management, and treatment in specific areas of 

healthcare (sometimes known as clinical guidelines); 

 Provide medical advice. Healthcare professionals can 

provide individual patients advice on medical conditions, 

treatments or side effects with a medicine; 

 Develop laws concerning medicines. The European 

Commission develops EU legislation concerning 

medicines and the European Parliament together with 

the Council of the European Union adopts it. The 

European Commission also develops EU policies in the 

field of human or veterinary medicines and public health. 

For more information see European Commission: 

Medicinal products for human use; 

 Issue marketing authorizations. The legal decision to 

grant, suspend or revoke a marketing authorization for any 

https://www.ema.europa.eu/en/glossary/marketing-authorisation-application
https://www.ema.europa.eu/en/glossary/marketing-authorisation-application
https://www.ema.europa.eu/en/glossary/clinical-trial
https://www.ema.europa.eu/en/glossary/clinical-trial
https://www.ema.europa.eu/en/glossary/good-clinical-practice
https://www.ema.europa.eu/en/glossary/clinical-trial
https://www.ema.europa.eu/en/glossary/national-competent-authority
https://www.ema.europa.eu/en/glossary/patent
https://www.ema.europa.eu/en/glossary/patent
https://www.ema.europa.eu/en/glossary/patent
https://www.ema.europa.eu/en/glossary/guideline
https://www.ema.europa.eu/en/glossary/guideline
https://www.ema.europa.eu/en/glossary/guideline
https://www.ema.europa.eu/en/glossary/marketing-authorisation
https://www.ema.europa.eu/en/glossary/marketing-authorisation
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medicine falls under the remit of the European 

Commission for centrally authorized products, and 

the national competent authorities of the EU Member 

States for nationally authorized products. 

The EU regulatory system for medicines 

The European medicines regulatory system is based on a 

network of around 50 regulatory authorities from the 31 EEA 

countries (28 EU Member States plus Iceland, Liechtenstein 

and Norway), the European Commission and EMA. This 

network is what makes the EU regulatory system unique. 

The network is supported by a pool of thousands of experts 

drawn from across Europe, allowing it to source the best 

possible scientific expertise for the regulation of medicines in 

the EU and to provide scientific advice of the highest quality 

EMA and the Member States cooperate and share expertise in 

the assessment of new medicines and of new safety 

information. They also rely on each other for exchange of 

information in the regulation of medicine, for example 

regarding the reporting of side effects of medicines, the 

oversight of clinical trials and the conduct of inspections of 

medicines’ manufacturers and compliance with good clinical 

practice (GCP), good manufacturing practice (GMP), good 

distribution practice (GDP), and good Pharmacovigilance 

practice (GVP). This works because EU legislation requires 

that each Member State operates to the same rules and 

requirements regarding the authorization and monitoring of 

medicines. 

Procedures for Marketing Authorization of Medicinal 

Products in European Market 

To protect public health and ensure the availability of high 

quality, safe and effective medicines for European citizens, all 

medicines must be authorized before they can be placed on the 

market in the EU. The European system offers different routes 

for such an authorization5 

Centralized Procedure 

The centralized procedure allows the marketing of a medicine 

on the basis of a single EU-wide assessment and marketing 

authorization which is valid throughout the EU. Pharmaceutical 

companies submit a single authorization application to EMA. 

The Agency’s Committee for Medicinal Products for Human 

Use (CHMP) or Committee for Medicinal Products for 

Veterinary Use (CVMP) then carries out a scientific assessment 

of the application and gives a recommendation to the European 

Commission on whether or not to grant a marketing 

authorization. Once granted by the European Commission, the 

centralized marketing authorization is valid in all EU Member 

States. The use of the centrally authorized procedure is 

compulsory for most innovative medicines, including 

medicines for rare diseases. The majority of medicines 

authorized in the EU does not fall within the scope of the 

centralized procedure but are authorized by national competent 

authorities (NCAs) in the Member States. 

The centralized procedure is compulsory for: 

 human medicines containing a new active substance to 

treat: 

 human immunodeficiency virus (HIV) or acquired immune 

deficiency syndrome (AIDS); 

 cancer; 

 diabetes; 

 neurodegenerative diseases; 

 auto-immune and other immune dysfunctions; 

 Viral diseases. 

 medicines derived from biotechnology processes, such as 

genetic engineering; 

 advanced-therapy medicines, such as gene-therapy, 

somatic cell-therapy or tissue-engineered medicines; 

 orphan medicines (medicines for rare diseases); 

 Veterinary medicines for use as growth or yield enhancers. 

Optional for the Centralised Procedure  

i) New active substances  

ii) Innovative medicinal products  

iii) In the interests of patients at Community level  

 Pandemic  

 Generic medicinal products of nationally authorized 

reference medicinal products  

 OTC medicinal products 

iv) Generic medicinal products of reference medicinal 

products authorized by the CP It are optional for other 

medicines: containing new active substances for indications 

other than those stated above; 

That is a significant therapeutic, scientific or technical 

innovation; 

https://www.ema.europa.eu/en/glossary/centrally-authorised-product
https://www.ema.europa.eu/en/glossary/national-competent-authority
https://www.ema.europa.eu/en/glossary/nationally-authorised-product
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Whose authorization would be in the interest of public or 

animal health at EU level? Today, the great majority of new, 

innovative medicines pass through the centralized authorization 

procedure in order to be marketed in the EU. The advantage of 

the centralized procedure is that it requires a single application 

which, if successful, results in a single marketing authorization 

with the same product information available in all EU 

languages and valid in all EU countries, as well as Iceland, 

Liechtenstein, and Norway. The scientific assessment of the 

marketing authorization application is carried out by the 

CHMP. The scientific review process consists of alternating 

periods of active evaluation and periods during which the clock 

is stopped in order to give the applicant time to resolve any 

issues identified during the evaluation. In total, the duration of 

the process is up to 210 ‘active’ days before an opinion is 

issued by the CHMP. The first medicine authorized under the 

centralized procedure was the fertility treatment Gonal-F in 

October 1995.12 the EMA now receives around 100 

applications per year (Figure 2) of which, around 10% do not 

result in an opinion but are withdrawn, and around 5% result in 

a negative opinion (Figure 3).10 Since the establishment of the 

agency in 1995, over 700 human medicines have been 

approved using the centralized procedure. In the early years, 

only innovative products were approved via the centralized 

procedure but as data exclusivity for the first products approved 

began to expire, generics were also approved centrally.13 the 

number of applications for generics using the centralized 

procedure has increased over the years, peaking in 2010 with 

around 50% of all applications being generics. Today, most 

medicines containing a new active substance are approved 

using the centralized procedure. 

Mutual recognition procedure  

The Regulation for the mutual recognition procedure is laid 

down in Directive 2001/83/EC. The mutual recognition 

procedure is mandatory for all medicinal products to be 

marketed in a Member State other than they were first 

authorised, since 1 January 1998. The mutual recognition 

procedure is used in order to obtain marketing authorisations in 

several Member States where the medicinal product in question 

has received a marketing authorization in any of the Member 

State at the time of application 

 

Both procedures are based on the recognition by national 

competent authorities of an assessment performed by the 

authorities of one MS.These procedures aim to facilitate access 

to a single market by relying on mutual recognition. A 

reference member state (RMS) and one or more concerned 

member states (CMSs) are involved. It is not necessary to seek 

an MA in all 28 MSs to use these procedures – a minimum of 

two is required. The Marketing Authorisation Application 

(MAA) dossier is assessed by one member state (the RMS); 

their review is shared with other involved member states (the 

CMSs). The company can choose the RMSs and CMSs. Also, 

the trade names as well. A national MA – including a 

harmonised SmPC and package leaflet – is issued by each 

involved MS. 

Decentralised procedure  

The decentralised procedure has been created with the review 

of the legislation and added to the mutual recognition 

procedure for registration of a product in more than one MS. 

This procedure is intended for medicinal products which do not 

have to be admitted by the centralised procedure and which 

have not yet been granted a MA in a MS  

 Art. 28 para. 3 of Dir. 2001/83/EC  

 Only possible, if no authorisation has already been granted  

 Most significant difference with MRP = consultation 

between MS‘s before 1st MAissued  

The DCP is available for new products that have not yet been 

authorised in any EEA country and which do not fall in the 

mandatory scope of the CP.The application is submitted to all 

the involved MSs at the same time. The RMS prepares an 

assessment report. CMSs then recognise the decision of the 

RMS or raise issues to be resolved.210 days 

Evaluation.National MAs will be granted within 30 days after 

acknowledgement of the agreement. The product is nationally 

authorised in the RMS and each CMS with a harmonised 

SmPC, package leaflet, and package labelling. 

National procedure  

Until 1998, the pharmaceutical industry could apply only for a 

national approval. The product could then only be sold in that 

particular EU country. In order to obtain an approval, the 

product must be submitted with an SPC (Summary of Products 

Characteristics) which is the basis for the marketing of the 

product. In order to obtain a national marketing authorisation, 
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an application is submitted to the competent authority of the 

Member State. If an applicant wishes to obtain a license in one 

Member State an application must be made to the national 

Competent Authority which then issues a national license. With 

the exception of products granted a marketing authorization 

under the centralized procedure, all products are granted 

marketing authorizations on a country-by-country basis by the 

competent authorities in each member state. Such marketing 

authorizations permit the holder to market the product the 

member state concerned, subject to any restrictions or 

requirements that accompany the authorization. A marketing 

authorisation (MA) is valid for five years and after the first 

renewal, the MA is valid for an unlimited period. Even now 

products intended for national use in only one Member State is 

submitted by the national procedure. 

 

National Competent Authorities  

The national competent authorities (NCAs), responsible for the 

regulation of human and veterinary medicines in the EU, 

coordinate their work in a forum called Heads of Medicines 

Agencies (HMA). The heads of the NCAs work closely with 

EMA and the European Commission to maximize cooperation 

and ensure the European medicines regulatory network 

functions efficiently. The HMA meets four times per year to 

address key strategic issues for the network, such as the 

exchange of information, IT developments and sharing of best 

practices, and to streamline mutual recognition and 

decentralized procedures.6 

Variation Applications in European Union7 

Variations are either: 

• An administrative change such as a change of company 

name and/or address. 

• A change to the characteristics of a product that can affect 

its quality, such as a change to its composition. 

• A change to the safety, efficacy or pharmacovigilance of 

the product. 

Variations can be applied for: 

• A single change to one marketing authorisation (MA) 

• Multiple changes to one or more products and/or MAs 

Variations are classified as: 

• Minor (Type IA / IB) 

• Major (Type II) 

• Extensions 

Minor variations 

These are divided into 2 types: IA and IB. 

• Type IA changes have little or no impact on the quality, 

safety or efficacy of the product, for example 

administrative modifications8. 

• Type IA procedures are classed ‘do-and-tell’ i.e., 

implement the change before notification.  

• Submit the application (non-immediate notification) within 

12 months.  

• If the implementation period passes 12 months without a 

variation being made, a default Type IB should be 

submitted. Which by default needs 30 days to process the 

variation application? 

Examples for IA 

 A minor change to a control method 

 Deleting details of where the product is packaged 

 Replacement or addition of a manufacturer responsible for 

importation and/or batch release 

 Updated certificate from an already approved manufacturer 

Type IAIN 

 Type IAIN is a sub-type of type IA and also classed a ‘do-

and-tell’ procedure which requires ‘immediate 

notification’, within 2 weeks of the change being 

implemented. 

 Type IA procedures are classed ‘do-and-tell’ i.e., 

implement the change before notification. 

 All relevant conditions and documentation must be met for 

a Type IA/IAIN and confirmed in a copy of the 

classification guideline with either a tick or where not 

relevant, Not Applicable (N/A). 
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 No ‘requests for further information’ (RFI’s) apply to Type 

IA procedures. 

Examples for IA IN 

 Change in the name and/or address of the MAH 

 Minor change in the manufacturing process of the active 

substance 

 Changes in imprints, bossing or other markings 

 Replacement or addition of Primary / Secondary packaging 

site 

 Replacement or addition of a site where batch 

control/testing takes place 

Type IB9 

 If the change is more significant than an IA change but is 

not a type II change or an extension. 

 When one or more of the conditions of Type IA are not 

met, the concerned change may be submitted as a Type IB 

variation ("Type IB by default") unless the change is 

specifically classified as a Type II or in a recommendation 

pursuant to Unforeseen changes, or unless the applicant 

considers that the changes may have a significant impact 

on the quality, safety or efficacy. 

 Such minor variations must be notified before 

implementation. 

 The holder must wait a period of 30 days to ensure that the 

notification is deemed acceptable by the relevant 

authorities before implementing the change (“Tell, Wait 

and Do” procedure). 

Examples for IB  

Change in API batch size more than 10-fold increase compared 

to the originally approved batch size 

 Changes in scoring/break lines intended to divide into 

equal doses 

 Minor change in the manufacturing process of an aqueous 

oral suspension 

 Change outside the range of the currently approved pack 

sizes 

 Extension of the shelf life of the finished product 

Type II10 

These changes (Type II) are more complex and may have a 

significant impact on the quality, safety and/or efficacy of the 

product. 

• MoH must approve major changes before they are made to 

the product. As a general rule, for major variations of Type 

II, a 60-day evaluation period will apply. 

• 30, 90 or 120 days to assess the application ending on how 

urgent or complex the changes are, excluding time taken to 

answer questions. 

•  It will take 22-days, (reduced timetable), 60-days 

(standard timetable) or 90-days (extended complex 

timetable) to assess your application depending on how 

urgent or complex the changes are, excluding time taken to 

answer questions. 

• With questions (RFIs), assessment timeframes (10, 60 and 

90) become 30, 90 and 120 days respectively. 

Example for Type II 

Introduction of a manufacturer of the active substance 

supported by an ASMF 

 Change in coating weight of oral dosage forms; Gastro-

resistant, modified or prolonged release pharmaceutical 

forms where the coating is a critical factor for the release 

mechanism 

 Change outside the approved specifications limits range 

 Addition or replacement of a device which is an integrated 

part of the primary packaging 

 Change in the fill weight/fill volume of sterile multidose 

(or single-dose, partial use) parenteral medicinal products, 

including biological/ immunological medicinal products. 

Extensions 

Although extensions are still considered a type of variation, 

their impact on a  product is so significant that MAH will need 

to follow the application process   to apply for a new MA. 

Extensions can be: 

• Changes to the active substance(s), including the salt/ester, 

isomer or biological active substance. 

• Changes to strength, pharmaceutical form or route of 

administration. 

Renewals13 

 A marketing authorization is valid for five years, and is 

renewable upon application by the Marketing 

Authorization Holder.  

 Once renewed the marketing authorization will be valid for 

an unlimited period, unless the competent authority 
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decides, on justified grounds relating to pharmacy co 

vigilance.  

  The authorization may be renewed upon application by 

the marketing authorization holder at least nine months 

before its expiry.  

 In the case a MAH does not submit the renewal 

application, the MA will expire by law  

 Certain changes to the marketing authorization particulars 

may be made at renewal, and these changes shall not 

trigger a variation procedure. 

Validity of a renewal 

In accordance with Article 14 (1-3) of Regulation (EC) No 

726/2004, a marketing authorisation (MA) is valid for five 

years from the date of notification of the Commission Decision 

to the marketing authorisation holder (MAH) and is renewable 

upon application by the MAH. Notification dates of the 

Commission Decision are published in the Official Journal and 

can also be found in the EC Pharmaceuticals - Community 

Register for each product. Once renewed, the MA will be valid 

for an unlimited period, unless the Competent Authority 

decides, on justified grounds relating to pharmacovigilance 

(e.g. exposure of an insufficient number of patients to the 

medicinal product concerned), to mandate one additional five-

year renewal. MAs under exceptional circumstances granted 

under Article 14(8) of Regulation (EC) No 726/2004 are also 

valid for 5 years. Conditional MAs granted under Article 14-a 

of Regulation (EC) No 726/2004 do not fall under the above 

provisions. They are valid for 1 year and should therefore be 

renewed annually.  

Submission of a renewal 

In order to remain valid, the renewal of the MA is required 

within five years of its granting. A renewal application must be 

submitted to the Agency at the latest 9 months before the 

expiry date of the MA. A renewal application should also be 

submitted for suspended MA. If a MAH does not submit the 

renewal application, the MA will expire on the last day of its 

validity. The MA validity period is calculated from the date of 

notification of the Commission Decision to the MAH.  

To ensure that the Commission Decision on the renewal 

application is issued before expiry of the MA, when planning 

for their renewal submission, MAHs should take into account 

the following principles:  

• The renewal application must be submitted at least 9 

months before the MA expiry date. Any anticipation in the 

submission of the renewal application by more than 2 

months (i.e. earlier than 11 months before the MA expiry) 

will not be accepted by the Agency.  

• The start of the evaluation process will be the nearest 

possible starting date to the submission of a valid dossier, 

as published by the EMA in the “Human Medicines – 

Procedural Timetables / Submission dates”).  

• The PRAC/ CHMP assessment process can take up to 120 

days of active time. 

 The Decision-Making Process (including the Standing 

Committee consultation) for renewal procedures is 67 

days. 

Presentation of a Renewal Application 

Renewal applications should be submitted in eCTD format and 

have to contain the documents listed in the Annex 2 of the 

Guideline on the processing of renewals in the centralized 

procedure (EMEA/CHMP/2990/00 Rev.5) and which are listed 

below: 

Module 1: 

• 1.0 Cover letter 

• 1.2 Renewal Application form. 

• 1.3.1 Summary of Product Characteristics, Labelling and 

Package Leaflet 

• 1.4 Information about the Experts - Quality, Clinical and 

Non-Clinical 

• 1.8.2 Risk Management Plan 

Module 2  

• 2.3 Addendum to Quality Overall Summary 

• 2.4 Addendum to Non-clinical Overview  

• 2.5 Addendum to Clinical Overview 

EDQM 

The European Directorate for the Quality of Medicines & 

HealthCare (EDQM) is a directorate of the Council of Europe. 

Its origins date back to 1964, when the international 

Convention on the Elaboration of a European Pharmacopoeia 

was adopted by the Council of Europe with the vision of 

creating a common European Pharmacopoeia. The creation of a 

technical Secretariat was foreseen in the Convention, and over 

the years it has become a directorate, with successive name 

changes reflecting the new missions assigned to it. In 2020 the 
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EDQM employs nearly 400 staff from 25 nationalities and is 

structured in nine entities 

The European Directorate for the Quality of Medicines and 

HealthCare (EDQM) is a Directorate of the Council of Europe, 

the continent’s leading human rights organization, in charge of 

ensuring the basic human right of access to good quality 

medicines and healthcare in Europe. 

VISION 

The EDQM is a leading organization that protects public health 

by: 

 enabling the development, 

 supporting the implementation and 

 monitoring the application 

Of quality standards for safe medicines and their safe use 

which are recognized as a scientific benchmark and applied 

worldwide. The guidance and standards developed by the 

EDQM in the areas of blood transfusion, organ, cell and tissue 

transplantation and consumer health issues have a positive 

impact on public health in Europe and beyond. 

MISSION 

EDQM contributes to the basic human right of access to good 

quality medicines and healthcare, and promotes and protects 

human and animal health by: 

 Establishing and providing official standards for the 

manufacture and quality control of medicines in all the 

signatory states of the Convention on the Elaboration of a 

European Pharmacopoeia and beyond; 

 Granting Certificates of suitability which verify the 

compliance of pharmaceutical substances with European 

Pharmacopoeia standards and carrying out inspections of 

manufacturers of these substances; 

 Coordinating a network of Official Medicines Control 

Laboratories (OMCL) to collaborate and pool expertise 

and to effectively use limited resources with the aim of 

achieving effective public quality control of medicines in 

Europe and beyond; 

 Proposing ethical, safety and quality standards for blood 

transfusions (collection, preparation, storage, distribution 

and appropriate use of blood components) and organ, 

tissue and cell transplantation; 

 Working with national, European and international 

organizations in efforts to combat 

counterfeiting/falsification of medical products and similar 

crimes; 

 Providing policies and model approaches for the safe use 

of medicines, including guidelines on pharmaceutical care; 

 Establishing standards for cosmetics and food contact 

materials and coordinating the public control of 

cosmetics11. 

IMPACT 

Compliance with the quality requirements of the European 

Pharmacopoeia (Ph. Eur.) is a prerequisite for medicines to be 

authorized for the markets of the 39 Member States. The 

signatories to the Convention – 39 member states and the 

European Union as of May 2020 – are committed to achieving 

harmonization of the quality standards for safe medicines 

throughout the European continent and beyond. In addition to 

the member states, there are 30 Observers: 28 countries from 

all continents, the Taiwan Food and Drug Administration 

(TFDA) of the Ministry of Health and Welfare and the World 

Health Organization (WHO). The Impact of EDQM activities 

spans beyond Europe and across the whole world, reflecting 

today’s global nature of medicines’ markets, highlighted by the 

acceptance of Ph. Eur. standards in more than 120 countries 

worldwide. Signing the Convention or becoming an observer to 

the Ph. Eur. Commission is the gateway to all EDQM 

activities. Experts from all over the world contribute to the 

scientific and technical excellence of the EDQM’s products and 

service The EDQM’ contribution to promote and protect 

human and animal health comprises:  

 establishing and publishing official documentary standards 

(named monographs) as well as physical reference standards 

for the manufacture and quality control of medicines in all the 

signatory states of the Convention on the Elaboration of a 

European Pharmacopoeia and beyond;  

 Ensuring that these official standards are applied to 

medicines and their ingredients;  

 coordinating a network of Official Medicines Control 

Laboratories (OMCLs) between member states to pool 

expertise and to use limited resources efficiently with the aim 
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of achieving effective public quality control of medicines in 

Europe and beyond; 

Proposing ethical, safety and quality standards:  

 For the collection, preparation, storage, distribution and 

appropriate use of blood and blood components for 

transfusions;  

 For the transplantation of organs, tissues and cells;  

 Collaborating with national, European and international 

organizations in efforts to combat counterfeiting/falsification of 

medical products and similar crimes;  

 Providing policies and model approaches for the safe use of 

medicines in Europe, including guidelines on pharmaceutical 

care; and  

 Establishing standards and coordinating controls for 

cosmetics and food contact materials. 

Interactions between the Agency and the EDQM 

The Agency works with the EDQM in four main areas: 

The Agency's quality-related working parties, such as the 

Quality Working Party and Biologics Working Party, regularly 

interact with the European Pharmacopoeia Commission and its 

scientific groups during the development and revision of 

standards. The Agency forms part of the EU delegation at 

European Pharmacopoeia Commission meetings and other 

committees related to the work of the EDQM, e.g., the 

certification steering committee. It also participates as an 

observer in meetings of scientific groups related to the 

Pharmacopoeia. Likewise, the EDQM participates in meetings 

of the quality-related working parties and committees of the 

Agency. 

Companies making applications to the Agency can apply to the 

EDQM for a certificate of suitability to confirm compliance 

with European Pharmacopoeia monographs for their medicines' 

components. These certificates cover their chemical purity, 

microbiological quality and/or steps necessary to reduce the 

risk of transmission of spongiform encephalopathy’s (TSE). 

The certificates can form part of the application dossiers 

submitted to the Agency as part of marketing-authorization 

applications. 

The Agency supports and recognizes the EDQM's work in 

developing standard terms for use in marketing-authorization 

applications and in the product information, to ensure that the 

wording used is standardized across medicines and can be 

easily understood by the target audience, such as patients and 

prescribers. 

The Agency implements an annual sampling and testing 

programmed for centrally authorized medicines as part of its 

responsibility for coordinating the supervision of these 

medicines. It does this by using the European network of 

Official Medicines Control Laboratories, which carry out 

independent retesting of medicines based on the legal 

requirements. The EDQM is the technical secretariat of this 

network and coordinates the sampling, testing and reporting. 

For more information, see sampling and testing. 

CEP (Certification of suitability to the monographs of the 

European Pharmacopoeia) 

It is the certificate which is issued by Certification of 

Substances Division of European Directorate for the Quality of 

Medicines (EDQM), when the manufacturer of a substance 

provides proof that the quality of the substance is suitably 

controlled by the relevant monographs of the European 

Pharmacopoeia. 

The regulatory basis for the CEP procedure is: 

- Resolution AP-CSP (07) 1 “Certification of suitability to the 

monographs of the 

European Pharmacopoeia” (available on the EDQM website), 

adopted by the Public 

Health Committee (Partial Agreement) of the Council of 

Europe. 

- In the EU, EU Directives 2001/82/EC and 2001/83/EC, as 

amended, of the European 

Council and of the Parliament on the Community code relating 

to medicinal products 

For human and veterinary use. 

- In the EU, NfG “Summary of Requirements for Active 

Substances in the Quality part 

Of the dossier” (CHMP/QWP/297/97 Rev 1 corr& 

EMEA/CVMP/1069/02) 

Aim and Scope of CEP12 

A CEP covering chemical purity and microbiological quality 

certifies, based on the specific data supplied by the 

manufacturer, that the quality of a substance can be suitably 

controlled by the Ph. Eur. monograph, i.e., that the quality of a 
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substance corresponds to the quality defined in the Ph. Eur. 

Monograph 

Types of CEP 

There are several types of CEP, depending on the evaluation 

performed: 

- Certificate for chemical purity and microbiological quality 

(“Chemical CEP”) 

- Certificate for herbal drugs and herbal drug preparations 

(“Herbal CEP”) 

- TSE Certificate (“TSE CEP”) 

Combined CEPs can also be granted, as follows: 

- Certificate for chemical purity/microbiological quality and 

sterility 

- Double certificate (chemical + TSE) 

- Double certificate (chemical + TSE) also covering sterility 

CEP unique reference (valid for all types of CEP) 

The alphanumerical reference of a CEP consists of the 

following three blocks: 

- Unchanged root, linked to the number assigned to the original 

CEP application, composed of 12 characters: CEP procedure 

number + application year + chronological number, for 

example: 

C E P 2 0 1 5 - 0 0 0 

- Variable parts of the reference: 

Quinquennial indicator, which indicates the renewal status of 

the CEP: 3 

Characters, incremented five years after the original CEP is 

issued: 

R X - 

Revision indicator, which indicates the revision status: 7 

characters, 

Incremented each time the CEP is revised: 

- R e v X X 

These three blocks together constitute the full CEP number of 

22 characters: 

R X - C E P 2 0 1 5 - 0 0 0 - R e v X X 

Types of CEP 

There are several types of CEP, depending on the evaluation 

performed: 

- Certificate for chemical purity and microbiological quality 

(“Chemical CEP”) 

- Certificate for herbal drugs and herbal drug preparations 

(“Herbal CEP”) 

- TSE Certificate (“TSE CEP”) 

Combined CEPs can also be granted, as follows: 

 Certificate for chemical purity/microbiological quality and 

sterility 

 Double certificate (chemical + TSE) 

 Double certificate (chemical + TSE) also covering sterility 

CEP declaration of access (valid for all types of CEP) 

In order to control the use of CEPs, the CEP holder should 

authorize its customers to use a CEP in support of an MAA for 

a particular product(s). For that, the CEP holder has to make a 

copy of the original CEP and fill in the Declaration of access 

(“Box of access”) at the end of the CEP, including the name of 

the pharmaceutical company, the name of the medicinal 

product(s) and reference of the MA (where available). By 

signing this box, the CEP holder also certifies that no changes 

to the operations as described in the CEP dossier have been 

made since the granting of the latest version of the CEP. 

When a CEP has been revised/renewed, it is the responsibility 

of the CEP holder to provide a copy to its customers. It is 

possible to verify the validity status of a CEP at any time by 

searching the Certification Database on the EDQM website 

www.edqm.eu, under section “Certification of Suitability”. 

CEP statements 

A number of statements are included on CEPs which provide 

transparency on the items that have/have not been considered 

during the assessment of the CEP application and 

provide useful additional information to CEP users (including 

Competent Authorities).  

The statements vary depending on the type of evaluation 

performed, as follows: 

Statements on a CEP 

 Subtitle (e.g., particle size, polymorphic form, sterile) 

 Sites- The sites declared in the CEP application are stated 

on the CEP, according to their respective roles and 

depending on the subtitle requested for inclusion on the 

CEP 

 Compliance statement 

 Impurities 

 Alternative methods 

 Limit for unspecified impurities 
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 Genotoxic/mutagenic impurities 

 Residual solvents 

 Use of water in the purification steps of the synthesis 

 Quality of water 

 Residual metal catalysts and reagents/elemental impurities 

 Microbial quality 

 Container closure system 

 Retest period 

 Material of human or animal origin used in the 

manufacture of the substance 

CEP Revision & Renewal 

 Revisions of CEP applications are handled by the EDQM. The 

document PA/PH/CEP (04) 2 (current version) “Guideline on 

requirements for revision/renewal of Certificates of Suitability 

to the European Pharmacopoeia monographs”, available on the 

EDQM website (www.edqm.eu), describes the requirements for 

the revision and renewal of CEPs.  

This document has been elaborated taking into consideration 

the EU Regulation for Variations to Marketing Authorization 

Applications (1234/2008/EC).  

Revision of a CEP means that the changes made to an 

application are reviewed to ensure compliance with current 

requirements of the procedure. The holder of a CEP shall 

inform the EDQM of any change to information in the CEP 

application by sending an appropriate request for revision.  

Renewal of a CEP means that an application is reviewed to 

ensure compliance with current requirements of the procedure. 

The renewal occurs 5 years after the date of issue of the 

original certificate, regardless of the number of revisions which 

may have occurred in the interim period.  

Once a CEP has been revised or renewed, it is the 

responsibility of the CEP holder to immediately inform its 

customers and provide them with a copy of the revised/renewed 

CEP to allow them to implement the necessary modifications in 

the related MA application(s). 

The review and approval of the changes made to a CEP 

application does not systematically lead to the issue of a 

revised CEP if, for example, the change has no impact on the 

quality of the active substance in relation to the Ph. Eur. 

monograph or on the content of the current CEP.  

CEPs are always revised in the following cases: - After any 

notification/minor revisions impacting the content of the CEP - 

After any major revisions (even if the content of the CEP is not 

impacted) - After renewal 

Updates of CEP applications following Ph. Eur. monograph 

revisions  

Updates of CEP applications following Ph. Eur. monograph 

revisions are treated separately. When a Ph. Eur. monograph is 

updated, the impact of the changes on the related CEP 

application has to be evaluated by the corresponding CEP 

holder. 

In addition, the EDQM reviews the CEP applications 

concerned and initiates their update according to an established 

procedure. If necessary, CEP holders are requested to provide 

data to the EDQM, which are then subject to assessment. This 

is to ensure that all CEPs are always up-to-date and in line with 

the latest version of the Ph. Eur. monographs. 

CEP Suspension & Withdrawal  

The EDQM document PA/PH/CEP (08) 17 (current version) 

“Suspension or withdrawal of a Certificate of suitability, 

closure of an application”, available on the EDQM website, 

describes the EDQM policy for suspension, restoration or 

withdrawal of a CEP and for closure of a CEP application, in 

accordance with the provisions of Resolution AP-CSP (07) 1 of 

the Council of Europe. Any statement of GMP non-compliance 

that is related to a manufacturing site covered by a CEP 

application initiates the decision-making process on the validity 

of the CEPs concerned by the EDQM, regardless of whether 

the EDQM has been involved in the inspection or not. A 

decision is taken for all relevant CEPs and CEP applications. 

For example, when a GMP non-compliance has been observed 

for Site B (which manufactures substance A), all substances 

manufactured by Site B which are covered by a CEP (and not 

only substance A) are potentially affected by this GMP non-

compliance and consequently all CEPs concerned are 

suspended or withdrawn, as applicable. Suspension of a CEP 

means a temporary invalidation of a CEP (usually for a defined 

period of time). Restoration of a suspended CEP means that the 

conditions for lifting the suspension have been met (e.g., a re-

inspection in the case of suspension linked to a GMP non-

compliance). The CEP restoration follows the same decision-

making process as that for the suspension of the related CEP(s). 

In this case, a revised CEP is granted, which supersedes the 

suspended one.  
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Withdrawal of a CEP (cancellation) means a definitive 

invalidation of a CEP. When confirmed, any change in the 

status of a CEP is made publicly available on the EDQM 

website. Once a CEP has been suspended or withdrawn, it is 

the responsibility of the CEP holder to immediately inform its 

customers to allow them to take responsibility with regard to 

the substance concerned and any related MA or MAA Details 

on decisions to suspend or to withdraw a CEP are 

communicated by the EDQM in a confidential manner to the 

relevant authorities of the member states of the Ph. Eur. 

Convention, as well as to the countries/organizations with 

which special agreements have been made, to enable them to 

take appropriate actions regarding the MA or MAA concerned. 

Conclusion 

The drug registration procedure and post registration 

procedures are one of the most challenging and demanding in 

the world. The primary purpose of EMA is to safeguard public 

health. Its role is to ensure the pharmaceutical organizations 

comply and follow the regulations. In this article various 

procedures of authorization, renewal and variation has been 

discussed. Hence the above discussed procedures needs 

harmonization as it would ease up the process of drug 

registration. 
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