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Regulatory Feature 

Update on the EMA mandates Eudravigilance medicinal product dictionary for all authorised 
products in Europe 

Andrew Marr further explains new guidance from the European Medicines Agency and progress 
towards implementation of requirements that will affect every company that has a product 
registered in the EU. 

The European Medicines Agency announced on 1 July the mandatory submission of data to the 
Eudravigilance medicinal product dictionary (EVMPD) for all products authorised in the European 
Union1. An initial assessment of the impact for industry was published shortly after2. Since then, 
several things have led to the availability of more information and interpretation of the guidance.  
Firstly, on 1 September, the EMA published updated guidance3. Secondly, following many letters to 
EMA from trade associations and individual companies that detailed significant concerns regarding 
the mandate, the EMA met with several trade associations on 20 September to discuss their 
concerns. Finally, on 23 September, the EMA hosted an information day on the EVMPD. Information 
from these sources has helped to progress the level of understanding of what is actually being 
required, why, how and by when. 

Scope and timing 

Many representations have been made to the EMA asking it to delay, or at least stagger, the 
implementation of this programme so as to allow market authorisation holders more time to 
prepare and supply the required data. The EMA, however, has confirmed that this is not possible 
since there is a legislative mandate covering this. 

Dates could only be changed by the European Parliament. Legal opinion has framed the scope and 
scale of the implementation which is defined in the legal notice4 and the EMA has re-iterated these. 
One area that may be subject to change is the blanket requirement for provision of updated 
information within 15 calendar days. The EMA is working to redefine this for certain information 
types. For variations that relate to public health the timing will remain at 15 days but there is a 
possibility that a longer period make be acceptable for other forms of update. The EMA will issue a 
statement once a decision has been made. 

Therefore, 2 July 2012 remains as the date by which all data must be submitted by each marketing 
authorisation holder, in accordance with the guidance issued. For a list of all announced dates see 
Figure 1. 

The scope has been further defined or confirmed in other areas too, as specified below. 

http://www.rajpharma.com/productsector/pharmaceuticals/Update-on-the-EMA-mandates-Eudravigilance-medicinal-product-dictionary-for-all-authorised-products-in-Europe-321884?autnID=/contentstore/rajpharma/codex/15aadb49-eb4e-11e0-9740-ab88f098ad2d.xml
http://www.rajpharma.com/productsector/pharmaceuticals/Update-on-the-EMA-mandates-Eudravigilance-medicinal-product-dictionary-for-all-authorised-products-in-Europe-321884?autnID=/contentstore/rajpharma/codex/15aadb49-eb4e-11e0-9740-ab88f098ad2d.xml
http://www.rajpharma.com/productsector/pharmaceuticals/Update-on-the-EMA-mandates-Eudravigilance-medicinal-product-dictionary-for-all-authorised-products-in-Europe-321884?autnID=/contentstore/rajpharma/codex/15aadb49-eb4e-11e0-9740-ab88f098ad2d.xml


2 
 

• The requirements apply to the European Economic Area – and not just to the EU – and 
hence include Iceland, Lichtenstein and Norway.  

• The requirement to provide details for a medical device is restricted to those devices defined 
under the advanced therapy legislation5 and hence the scope is very limited and does not 
cover administration devices. 

• The information on details of manufacturing processes are not required by 2 July 2012 but 
will be required when the ISO (International Organization for Standardization) standards for 
Identification of Medicinal Products (IDMP) are fully implemented in 2015. 

• Investigational medicinal products are not covered by the Article 57 legislation on 
pharmacovigilance6-7 but under the Clinical Trials Directive8. The EMA will be issuing a notice 
shortly about the transition of IMPs to the use of the new specification but it is anticipated 
that this will be a requirement to implement the standard from February 2012 for new or 
updated records but not to require an update for all IMPs. Although the same technical 
specification as for authorised products will be used, significantly fewer business rules will 
be applied to IMPs. 

Confidentiality of information 

Trade associations have also made representations to the EMA concerning commercially confidential 
data or that related to personal privacy and the agency has provided reassurances regarding this. 

• It is not the intent that all information in EVMPD is to be made public. That which will be 
made public will be in line with the final HMA (Heads of Medicines Agencies)/EMA 
transparency guidance9 once public consultation is complete. 

• The detailed manufacturing information, mentioned in the legal notice10 is not required until 
2015, only very limited manufacturing information is required by 2012. 

• Specific pieces of information to be submitted are to be flagged by the marketing 
authorisation holder as "public domain" or not. 

• The specification has been changed to omit details of the qualified person for 
pharmacovigilance (QPPV) and instead refer to their code number held in the Eudravigilance 
database. 

Updated guidance will be forthcoming and should provide more clarification on confidentiality. 

New guidances and supporting documentation 

The volume of information needing to be understood in order to successfully implement the newly 
termed "eXtended EudraVigilance Product Report Message" (XEVPRM) is increasing with each 
version of the guidance. 

It was known that Version 1 of the guidance issued on 1 July was incomplete and would be updated 
on 1 September. On closer analysis, the guidance as issued was actually very incomplete and poorly 
written with many internal and external inconsistencies. Version 2 is significantly better but it still 
has several areas where corrections and improvements will be necessary. 

The documentation for Version 2 has been extensively re-written and now consists of 640 pages of 
information11 . It has been split into six independent chapters each addressing a different topic: 
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• Chapter 1: Introduction 
• Chapter 2: Electronic submission of information on medicinal products by marketing 

authorisation holders 
• Chapter 3: XEVPRM technical specifications 
• Chapter 4: Structured substance information (SSI) 
• Chapter 5: Extended EudraVigilance product report acknowledgement message  
• Chapter 6: Annex (NB definitions relating to substances) 

In addition, two sets of controlled vocabularies have been issued which support the Structured 
Substance Information (SSI). Further sets of vocabularies will be issued in the near future to be used 
with the XEVPRM itself, together with a conventions document to be used for naming of substances.  
Finally two new XML document definitions (XSDs) have been published, one for the XEVPRM and 
one for the SSI. 

In the near future, Version 3 of at least some of the chapters of the guidance will be issued. An 
extensive set of frequently asked questions will also be issued. Many of these FAQs were presented 
at the information day, which in turn spawned many other questions; some of these were answered 
in the meeting but others were taken away for consideration. The EMA is encouraging questions to 
be asked via the Eudravigilance help desk (eudravigilance@ema.europa.eu). Product examples, 
firstly in English and subsequently in local language, as applicable, should start to be published by 
October 2011. 

The controlled vocabularies for XEVPRM should be fairly stable but those for SSI will be dynamic, 
particularly after the EV Web Tool is released in February 2011 and are likely to be updated 
frequently. Currently this will be done via the use of Excel spread sheets but in the longer term these 
will be maintained within the EU Telematics Controlled Terms process and system 
(http://eutct.ema.europa.eu). 

Assessment of the impact of updated guidances and clarifications 

The number of changes within the published information, together with the clarifications now being 
provided by the EMA, is extensive. Key items are identified below, but numerous other changes have 
also been made. 

For the overall XEVPRM itself, the key items are: 

• The XEVPRM is to be submitted as a .zip file. 
• Maximum file sizes and some naming constraints are specified. 
• Whilst the technical validation rules have been confirmed, the EMA is still working on 

updated processes for business validation. It is determining what will be checked to validate 
a record before it is loaded into EVMPD. 

For products, the key items are: 

• New EV codes for attachments and pharmacovigilance safety master file location have been 
added. 

• Details regarding the QPPV will now be referenced to the pre-existing Eudravigilance code 
for the QPPV. 

mailto:eudravigilance@ema.europa.eu
http://eutct.ema.europa.eu/
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• Identification of business rules which indicate that very little information is truly optional. 
Most will be required at times in the lifecycle of the product. 

• Product information documents can be submitted in with pdf or Word format but still need 
to be concatenated into a single file. 

• The product information documents should be in English only for products authorised in the 
centralised procedure. For the other procedures (mutual recognition/decentralised and 
national), they should be submitted in local language. 

• Some uncertainty remains regarding the language of the data to be provided. At the 
information day, the EMA suggested that data should be submitted in English for the 
centralised procedure but in local language for the other procedures. There was significant 
push-back from attendees because these data tend to be held in company databases in 
English only. The EMA is to reconsider the definition of language. 

• For all ingredients marketing authorisation holders will need to reference approved 
substances for which an SSI has been submitted. 

• An additional new concept is to be introduced, unit of presentation, to assist with defining 
the strength, for example, per tablet or per actuation. This is part of the ISO IDMP standards 
but appeared to have been omitted both from Version 1 and Version 2 of the XEVPRM 
guidance. 

• For the 128,000 products already included in EVMPD, their entries must be updated by 2 
July 2012 to include the new fields defined, the new methodology for defining strength of 
ingredients and to provide SSIs for all ingredients. 

For substances, the key items are: 

• More detail on informational needs has been provided but there is still more required to 
understand the data requirements. Provision of example data will go some way towards 
increasing the understanding. 

• Due to time pressures, the EMA will not be able to validate and make public the SSI data and 
identification codes and so each marketing authorisation holder will need to provide the SSI 
data, not only for the active ingredients but for all excipients. In effect, this will mean the 
provision of identical information by all organisations using the same ingredients. Imagine 
the number of sets of data that must be provided by users of a common ingredient such as 
magnesium stearate (see discussion point below). 

• Printed substance information attachments (termed "substance attachments" in Version 1 
of the guidance) are optional and can be used to provide additional information to describe 
the substance adequately if the controlled vocabularies and comment fields are not 
sufficient. 

Structured substance information (SSI) 

As more information has been forthcoming, both from the guidance12 and from dialogue with the 
EMA, the expectations of the agency and hence implications to marketing authorisation holders 
have become clearer. The level of concern about the amount of data required has increased 
significantly. Whilst the EVMPD currently holds data for approved substances and the Eudravigilance 
codes are published, the level of detail for these substances does not meet the requirements of the 
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pharmacovigilance legislation and of the legal notice. Hence the EMA is implementing the 
requirement to provide SSI for each substance. 

SSI is detailed information that helps define a substance uniquely and unambiguously. It is based 
upon the definitions defined in a final draft international standard (FDIS) which is shortly to be 
balloted through national standards bodies13. Although not yet approved, by this stage the technical 
details are essentially fixed. Only editorial changes may occur before final publication. The vast 
majority of the standard is being implemented within XEVPRM but without the implementation 
support structures envisaged, including assessment, validation and publication of data including the 
unique identifier. Under the time pressures of the pharmacovigilance legislation, the EMA has 
clarified that it is required to collect the data on every substance, active or inactive, but is not in a 
position to validate the data and publish the identifier for use by all, which is essentially a sequential 
activity that cannot be achieved within the timeframe of July 2012. Additionally, it is necessary to 
define the manufacturers and grades of the materials. 

The EMA has therefore chosen the approach that all marketing authorisation holders need to submit 
the SSI for all of the substances they are using. Whilst substance codes will be assigned they will be 
confidential to the marketing authorisation holder and other organisations within the Eudravigilance 
Group (typically the parent company and the affiliates). Only these organisations will be able to refer 
to these versions of the approved substances which contain an SSI. 

This is clearly a duplicative process with many marketing authorisation holders likely to provide the 
same information regarding the substances, referencing the same manufacturers and grades. To 
reduce the burden, the EMA is suggesting that marketing authorisation holders may wish to 
exchange the SSI data between themselves, perhaps organised through trade associations, for 
inclusion in the own approved substance submissions to the EVMPD. An additional approach would 
be to ask the active pharmaceutical ingredient and excipient manufacturers to submit their own 
data to EVMPD and provide their customers with the SSI data. Regardless of how this is addressed, it 
will be a very significant burden on marketing authorisation holders - much larger than the burden 
associated with the provision of a comparatively limited number of fields for the authorised product. 

Training and testing opportunities/requirements 

In order for a marketing authorisation holder to submit EVMPD data, the holder needs to be 
registered in Eudravigilance. A Eudravigilance Group can be established which allows a parent 
company, affiliates and any defined partners or contractors to submit and access data on behalf of 
each other. However, before being allowed to submit EVMPD data training must be undertaken. It is 
not required that all users in an EV Group undertake the training at the EMA but at least one 
representative must. Training courses on the new requirements, including SSI, are scheduled to 
begin in late-October 2011. For those organisations that have been submitting EVMPD data prior to 
July 2011, it will only be necessary to undertake training on the modules associated with the new 
information, primarily the SSI data. 

A testing environment (XCOMP) should be available in November 2011 that will allow organisations 
and vendors to test submission of XEVPRMs and receive technical validation feedback. It will be 
necessary to register in Eudravigilance but it will not be required to undertake the training before 
being granted access to the testing environment. 
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There is continuing need for dialogue and information exchange in order to progress with 
implementation as efficiently as possible. The EMA is committed to running more information days 
later in 2011 and into 2012. A joint Industry/agency working group has been proposed and the EMA 
is currently considering how to move forward with this. Information on both these activities should 
be forthcoming soon. 

Conclusion 

The programme to implement the new requirements for EVMPD data under the pharmacovigilance 
legislation is clearly a work in progress with more information and potential changes to come. The 
amount of data being required is, in the opinion of the author, significantly larger than anyone in 
industry initially considered and there appears to be no hope for a reduction in scope or a delay in 
the deadline. Industry has an immense task ahead of it to identify, collect, collate and submit data 
before the July 2012 deadline. Tool vendors and service providers are working hard to develop 
technical and business support. With the volume of information issued and the continued drip 
feeding therefore, however, it is not an easy task to develop such offerings quickly. These will be 
forthcoming but the time pressures on marketing authorisation holders to submit will create many 
dependencies, not just on tools. 

Marketing authorisation holders should begin urgently to understand the data requirements 
identified in the guidance and to assess which data they have collated and are in good order for 
submission and which they do not have at hand and hence need to source either from inside and 
outside of their organisations. Many potential business processes options exist and organisations 
will need to consider which will be most efficient for them, based upon their specific situation (eg 
number of products, authorisation route, patented/generic substances, overall resources, 
insourced/outsourced model and intended technical solution). 

The deadline for submission/re-submission of 2 July 2012 is close at hand. A very significant 
challenge lies ahead and the sooner marketing authorisation holders start to address the 
identification of data the more likely that they will be ready to process it once technical solutions for 
managing and submitting the data become available. This requirement for submission is real and it 
will not go away. The clock is ticking. 
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Figure 1. Key milestones in the implementation of EVMPD and ISO IDMP standards 

Date Milestone 
1 July 2011 Publication of legal notice and Version 1 of detailed guidance 
1 September 2011 Publication of Version 2 of detailed guidance including XML schema files 

and controlled vocabularies 
From 1 September 2011 Marketing authorisation holders can submit new format EVMPD 

messages via the EV Gateway 
October 2011 Publication of Version 3 of the Detailed Guidance, product examples, 

additional controlled vocabularies and FAQs 
October 2011 Publication of details of implementation of new format EVMPD for 

Investigational Medicinal Products 
November 2011 Test environment for submissions (XCOMP) to be made available 
From 1 February 2012 The EV Web Tool and EV Trader will be available to allow marketing 

authorisation holders to prepare and submit on-line 
By 2 July 2012 All marketing authorisation holders to have submitted/re-submitted 

EVMPD data for all authorised products 
From 2 July 2012 All marketing authorisation holders to maintain EVMPD data as current 
From 1 January 2015 Any new or changed records for authorised products to be submitted in 

the ISO IDMP format 
By 31 December 2015 All existing records to be migrated by the marketing authorisation 

holders to ISO IDMP format 
From 31 December 2015 All marketing authorisation holders to maintain data as current in ISO 

IDMP format 
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