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Abstract
It is more than a year since the date passed for the mandatory 
submission of data for the Extended EudraVigilance Medicinal 
Product Dictionary (XEVMPD) on 2 July 2012. Less than 50% of 
products were submitted by that date, but perhaps 85% have now 
been submitted. The EMA has not initiated validation of the content, 
but pilot assessments suggest that significant quality issues exist 
with the data already submitted, sufficient to render them unfit for 
the business purposes intended. Maintenance processes have not yet 
been initiated and data are becoming outdated. Revised guidance is 
expected by the end of this year, so it is anticipated that 2014 will be a 
year of significant effort by all concerned to get the data into usable 
condition and to maintain them from then on. The EMA, industry and 
software vendors need to work collaboratively to achieve these goals.

Background
The pharmacovigilance legislation was published in December 2010,1 
in which Article 57(2) defined that for the purposes of EudraVigilance 
a list was to be created of medicinal products for human use 
authorised in the EU and that:
l	 	By 2 July 2011 at the latest, the EMA would define a format for the 

electronic submission of information
l	 	Marketing authorisation holders (MAHs) would be required to 

submit information on all authorised products by 2 July 2012
l	 	From 2 July 2012, MAHs were to inform the EMA of any new or 

varied authorisations.
The anticipation of industry was that the population of the 

EudraVigilance Medicinal Product Dictionary (EVMPD) would change 
from optional to mandatory and that there would be a few additional 
fields included due to other changes in the pharmacovigilance 
legislation and possibly the provision of the summary of product 
characteristics (SmPC) to support validation of the data submitted. At 
this stage industry was not overly concerned.

However, when the legal notice and guidance were issued on 
1  July 20112,3 it became apparent that the scale of the task ahead 
would be much larger than initially anticipated. A complete, revised 
version of the guidance was made available in September 20114 

(in which the name was changed to the Extended EudraVigilance 
Medicinal Product Dictionary (XEVMPD)). By this time, the enormity 
of the task being defined by the EMA became much clearer. Far 
more data than expected would be required, together with all 
product information documents and detailed scientific and chemical 
characteristics on each and every substance used in each product, the 
scale of which was considered by industry to be impossible. Intense 
discussions and negotiations took place in a collaborative process 
between the EMA and trade associations as part of a Temporary 
Working Group. This led to a significant reduction in the information 
required but further revised guidance,5 together with initial 
controlled vocabularies (CVs) to be used, were only issued on 5 March 
2012, less than four months before the deadline for submission.

During the run-up period to 1 July, the EMA addressed questions 
posed by individuals but the answers were not published until 
21  June. It was also very apparent from the nature of the questions 
that basic business scenarios had not been considered from the start 
and needed to be clarified, if and when they occurred. Additionally, 
the CVs were being updated frequently and not always in a 
transparent or predictable manner. 

Initiating a project, data and technology readiness
Despite this being part of the pharmacovigilance legislation, most 
MAHs decided that it should be a regulatory-led project, since most 
of the data to be provided would be residing in systems or in other 
sources accessible to regulatory. Some companies did successfully 
lead the project from within their pharmacovigilance departments.

Establishing resources and budgets was challenging for most 
companies. This was unanticipated work which required resources 
to prepare and submit the data. No company would have all of 
the information readily available, even those that had previously 
submitted the optional information. In many companies there was 
a lack of expertise and there was a need to rapidly understand the 
hundreds of pages of guidance. Uncertainty about the scale of data 
required, the technology options for support and the start dates 
for submission compounded the ability of companies to accurately 
predict costs and resource needs. 

Project management was clearly needed within many companies 
to support the scale of the activity within the intended timescales. It 
was necessary to plan the data capture, data clean-up and to define 
processes and technology support, get registered in the EMA’s 
EudraVigilance environment, undertake training and many other 
tasks besides.

Establishing data readiness was a challenge. Once the 5  March 
version of the guidance was available, it was possible to understand 
the final data requirements and determine what data were available 
to use and, more importantly, what data would have to be obtained 
from outside existing data sources. Quality would be an issue. Once 
the data were complete, MAHs needed to make decisions whether to 
put resource into detailed quality control (QC) checks and potentially 
miss deadlines or to take a more relaxed approach with an emphasis 
on cleaning up once the EMA began to validate and/or when 
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maintenance submissions were being made after 2  July 2012. This 
latter approach, where taken, may have had an impact on the quality 
determined in the validation pilots subsequently undertaken.

Technology readiness proved problematic. Technology companies 
were interested in the opportunity to support this project. In addition 
to supporting existing customers, many new potential customers 
were in the market to acquire technical solutions to manage the data 
and prepare the Extended EudraVigilance Product Report Message 
(XEVPRM) format. The EMA did not open its test environment to 
software developers, which meant software vendors had to go 
through their customers to test their applications, which made 
software development slower than it really needed to be.

As an alternative solution, the EMA released a new version of the 
EV  Web data entry tool, the use of which was free but came with 
limited functionality. It would do the job but in a very manual way, 
leaving the definitive data sitting solely with the EMA. 

Most medium to large pharma companies felt that the best 
approach was to use a commercially available solution to manage 
their data, or to extend their own internal systems to achieve the 
same end. The lack of firm guidance on what was required, CVs to 
support population and very short timelines to develop, test and 
implement a solution – together with the need to validate systems 
and processes – presented significant challenges to all concerned.

Due to the lead times involved, the majority of technical solutions 
used might be considered as interim, providing a bridge from existing 
data sources that allowed further population and manipulation within 
this environment and providing a repository for the SmPCs before 
packaging up the submissions in the required XEVPRM format. The 
solutions, to varying degrees, provided some link back to the original 
source data that would facilitate two-way flow of information in future, 
correction of data as the EMA undertook validation and prompting 
change of XEVMPD records when the source data changes.

Ultimately, due to time constraints, a larger number of companies 
opted to use the EV Web tool as a means of data entry, including 
some large companies that needed to utilise human resources to 
input data manually for many thousands of products. As expected, 
most smaller companies used the EV Web tool.

Submission experiences
When the EMA released the guidance on 5  March, it also announced 
that it was now ready to receive submissions. Delays occurred for 
many companies in getting registered for use of XEVMPD but a 
trickle of submissions began to be received, mainly via the EV Web 
tool as this was simpler to get started on a record-by-record basis. 
Companies implementing their own or vendor solutions, or working 
with outsourcing groups, took longer to get started as the delivery and 
implementation of technology took time before population of data 
could be initiated. For those producing their own records there were 
two mechanisms of submission, firstly to install a business-to-business 
gateway (the EV  Gateway) which would automate system-to-system 
communication or by manually uploading the files onto the EV website 
(EV Post). In the early stages, all processes were fraught with difficulties 
with “acknowledgements” taking many days to be returned, and there 
was a high percentage of failures due to differences in interpretation 
of what was required. However, as the deadline of 2 July drew nearer, 
the volume of submissions being made grew rapidly and the systems 
were more robust, with acknowledgements being received within a 
reasonable (minutes/hours) timeframe. 

Overall, the EMA’s preparedness to handle the large volume 
of information being submitted, the number and complexity of 
queries to its helpdesk and poor response times, resulted in a 
drawn-out, inefficient process for many companies. So by 2  July 
2012 not all companies had made the deadline. By mid-September, 

the EMA released statistics that showed that it had received and 
positively acknowledged approximately 236,000 products. This 
continued to grow, and by May 2013 the figure was around 424,000 
products (approximately 85% of the 500,000 initially predicted) but 
products are still trickling in. It is clear that no-one actually knows 
the total number of products authorised in the EU. Companies that 
belong to European trade associations and probably most of those 
that are members of national trade associations will have submitted 
their records (or at least most of them), but beyond that there are 
many small organisations that may belong to trade associations 
which have possibly not heard of the requirement or may have 
chosen to ignore it. 

In addition to product data, there was often the need for 
submission of information regarding new or differently named 
substances, where either the substance or the precise synonym used 
in the SmPC were not already present in XEVMPD. The state of the 
CV issued in March 2012 was less than ideal, with many substances 
having multiple individual records rather than a single master record 
to which were attached multiple synonyms. Instructions were not 
followed and some companies simply changed the name of an 
existing substance rather than add a new synonym; translations 
were added as new substances, and the EMA withdrew a number of 
substances from the database (supposedly still available as legacy 
terms). Furthermore, the lack of clarity as to what should be declared 
as the active substance – the salt or the active moiety, and how this 
related to the strength being declared – added to the confusion. 
These issues have led to major problems with quality.

In March 2011 there were approximately 19,000 substances in 
the CV. Currently the CV contains around 79,000 substances’ names, 
synonyms and translations but the EMA has informed industry that 
there are approximately 120,000 unvalidated substance names, 
suggesting a significant number that are not actually in the CV. Too 
many substances have been added as new, when synonyms should 
have been used, and hence a smaller number of synonyms than 
might have been expected were submitted. A very small number of 
translations was submitted. 

Current status
Despite maintenance being a requirement from 2 July 2012, on 4 July 
2012 the EMA announced that maintenance submissions would be put 
on hold until further notice and this still remains the case. The EMA 
appeared to not be technically ready. The internal business processes 
were not defined to receive and process maintenance submissions 
and the business guidance was far from complete. So at the time 
it was a sensible decision to make, but as time has gone on, many of 
the records submitted have become out of date as regulatory and 
administrative changes will have led to updates to the SmPC and/or 
need to update the data. The value of the information submitted is 
therefore decreasing, although, against EMA recommendations, some 
companies have been updating information.

Many of the maintenance processes have been agreed in principle 
but there are still several areas outstanding. Key agreements are:
l	 	All newly authorised products should be submitted to the 

XEVMPD within 15 calendar days of the MAH receiving notification 
of approval and when they are in possession of a finalised SmPC

l	 	Two main categories of priority of maintenance submissions are 
defined:

	 l	 	Expedited – within 30 calendar days – covering most types of 
variations, suspensions, revocations and withdrawals

	 l	 	Routine – covering some types of variations and other updates. 
Areas yet to be agreed include:

l	 	Transfer of ownership
l	 	Renewals
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l	 	Whether routine reports will be via an annual report, as the 
EMA proposes, or a 12-month maximum period as industry 
prefers, since it regards annual reporting of some changes while 
expediting others as an unnecessarily complex process.
The EMA has not yet initiated any formal content validation on 

submitted records. The data are therefore not being used but it 
appears that, as part of the validation of some individual case safety 
reports (ICSRs), the existence of an XEVMPD submission is being 
established. If one does not exist then this is a warning as part of the 
ICSR validation message.

The EMA has, however, conducted two pilot investigations to 
assess the quality of data, although this was only reported in May 
2013. These pilot assessments have shown an unacceptably high error 
rate. In the second pilot of 85  products/365  presentations, the error 
rate against the EMA’s validation criteria was 18.5%. The number of 
products with errors was 84% (see Figure 1). 

Areas of significant error were associated with:
l	 	The full presentation name and the associated name parts
l	 	The strength of the active ingredients and adjuvants
l	 	Authorisation and procedure numbers
l	 	Package description
l	 	Paediatric use.

Many other fields had an error rate which the EMA considers to 
render the data as unfit for the business purpose intended. Although 
the pilot sample is small, industry does not feel that the data would 
change significantly by selection of a wider sample. The error rate is 
acknowledged to be too high and needs to be addressed.

The root causes of errors are considered to be:
l	 	Lack of clarity of guidance
l	 	Differences in interpretation of the guidance between the EMA 

and industry
l	 	Inadequate provision of examples
l	 	Time pressure to submit initially
l	 	Some companies focusing on meeting legal deadlines rather than 

quality of data
l	 	Lack of any feedback from the EMA to correct errors as they 

occurred
l	 	Poorly controlled CVs.

The plan going forward
For much of the latter part of 2012 and the early part of 2013 it was 
unclear to industry what the route forward would be. However, by 
early July 2013 the picture became clearer as the EMA put significant 
effort into defining steps that need to be undertaken to validate and 
clean the data which it has already received, to define maintenance 
requirements and to improve quality of data for future submissions. 

The following activities need to be performed, although this is not 
an exhaustive list:
l	 	Clean up CVs, particularly for “substances” and “organisations”
l	 	Establish proper ongoing management of CVs
l	 	Address change of ownership
l	 	Address renewals
l	 	Finalise maintenance guidance
l	 	Provide technical improvements to the EMA’s XEVMPD systems.

What is anticipated for the remainder of 2013 and 2014?
The EMA and European trade associations continue to collaborate 
through the Article 57(2) Implementation Working Group, which is 
scheduled to meet monthly for the rest of 2013 and hopefully then 
into 2014.

The first action for MAHs, in August 2013, was to review a 
spreadsheet of information regarding organisations. These records are 
those which were added to the system by the EMA and so are currently 

owned in the system by the agency, and thus cannot be amended by 
the MAH. The headquarters of the MAHs are asked to identify their 
ownership. Eventually, the EMA wishes MAHs to identify duplicate 
organisations and provide definitive details in line with the licence and 
not necessarily what is stated, perhaps inconsistently, in the SmPC. 
Additionally, the MAHs have been requested to update information 
regarding their Qualified Person for Pharmacovigilance (QPPV). For 
affected products, any changes to details will need to be included in an 
updated XEVMPD record when maintenance is initiated.

Perhaps by December 2013, the EMA will release a mapping 
between all existing EV Codes for Substances and the newly defined 
‘master’ EV Code. The EMA will then update the records in the 
XEVMPD. This means there will be no action necessary for EV Web 
users but Gateway users will need to update their internal records 
so that they can use the ‘master’ code when they next update the 
product records, to ensure that the corrected code is used in future. 

There may be some changes to other CVs and products affected 
will need to updated and resubmitted by MAHs when maintenance 
commences.

There is no specific date agreed as yet for the commencement of 
maintenance. It is possible that the guidance will be finalised by the 
end of 2013 and that maintenance will commence in Q1 2014, but 
in order to allow updates of software to support maintenance and 
quality improvements it is anticipated that there will be a transition 
period lasting several months, although the duration of this has 
not yet been agreed. However, the guidance needs to be updated 
to address the quality concerns and, when issued, will necessitate a 
review of product records to correct them accordingly. 

Thus when maintenance commences, the following will need to 
be addressed:
l	 	Update records to address changes in CVs
l	 	Address quality issues in records as per revised guidance
l	 	Bring records up to date based on regulatory and administrative 

changes since initial submission.
Furthermore, the EMA will be updating the requirements for 

SmPCs and will be requiring the following:
l	 	Local language versions for all mutual recognition/decentralised 

procedure (MRP/DCP) products
l	 	All languages for centrally authorised products (CAPs).

The strong take-home message appears to be that in 2014 
there will need to be significant efforts applied again to XEVMPD 
submissions to improve the quality, bring the information up to date 
and then to maintain them. 

Conclusions
The initial submission programme for the XEVMPD is probably nearing 
completion, although it is not possible to ascertain how close to 100% we 
are. There are significant quality issues with the data submitted but this is 
not surprising based on the scope of what was required, the incomplete 
and difficult-to-interpret guidance, the timescale for submission and 
the pressures that these factors brought to bear on all parties, together 
with a lack of feedback until relatively recently. The data have not been 
validated and quality issues mean that they are not yet being used for 
the intended purposes. Additionally, many of the products will have 
changed information that has not yet been submitted and a large 
percentage of the records will already be out of date.

The cost to industry to supply the data has been tens of millions of 
Euros, possibly even more, but with little purpose so far, since the data 
are not yet being used. Currently, the project has had no impact on 
pharmacovigilance or public safety. However, it has highlighted that 
most companies have not been in full control of their data covered by 
the scope of XEVMPD, as reflected in the effort required to pull the data 
together and, in some instances, in the quality of the data submitted. In 
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this sense the experience has helped companies to start putting focus 
on the relevance of a central product repository, not only to comply 
with a regulatory mandate but also to improve their internal business 
processes. The value of the data, once correct and up to date, may be of 
significant use in a number of safety and regulatory processes and it is 
important that industry plays its role in achieving this goal, and that the 
EMA continues to improve the management of the programme. Much 
more effort and collaboration will be required by all parties during the 
rest of 2013 and throughout 2014 to reach these goals.

There is a commitment from all parties to improve for the XEVMPD; 
however, on the horizon is the introduction of the ISO standards for 
identification of medicinal products (IDMP), in conjunction with the 
new ISO/ICH individual case safety report (ICSR), as identified in the 
Pharmacovigilance Implementing Measures.6 The implementation date 
for these is 1 July 2016 and the anticipated scale of data requirements is 
significantly higher than for the XEVMPD. IDMP implementation needs 
to be well defined and planned but, apart from the implementation 
date, there is no clear roadmap. It is critical that the XEVMPD is working 
well by then, that lessons have been learned and applied. A remaining 
unanswered question is, how much of the investment being made in 
the XEVMPD will be retained when IDMP becomes mandatory? There 
should be a clear strategy to ensure the data being gathered today 
can be retained and that a similar process of re-submission will not be 
required once IDMP becomes mandatory.

So, one year on from the deadline, a vast amount of data has been 
submitted to the EMA, some of dubious quality. It will be at least 
another year before those data become of acceptable quality and 
can be used for the intended purpose of improving patient safety. 
Significant effort, human and financial, will be required from all 
parties to achieve the intended valuable goal of comprehensive, high 
quality data for all authorised products in the EU and EEA. 
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Figure 1: Error rate indicated by the second EMA pilot investigation to assess quality of data.
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