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Pharmacovigilance

The European Medicines Agency has 
reduced the number of data elements that 
pharmaceutical companies will have to 
submit to the EudraVigilance medicinal 
product dictionary (EVMPD) by the 
mandatory 2 July deadline1,2.

The reduced requirements, published in a 
document on 5 March, have been introduced 
to address industry concerns over the practical 
challenges of compliance by the July date (the 
5 March document lists all the related 
documents that have been updated and 
republished). The reductions are significant and 
will certainly make it easier for companies to 
meet their obligations in time. However, full 
compliance by the deadline is by no means 
guaranteed. In addition, what will be required for 
the EVMPD beyond July 2012 remains unclear.

The reduced requirements update a July 
2011 EMA guidance document in which the 
agency set out its requirements for market 
authorisation holders to submit to the EVMPD 
data on all products authorised in the EU by 
2 July this year3. While detailed EMA guidance 
and technical documents to help market 
authorisation holders and software vendors 
comply with the requirements were 
subsequently published last September4,5, 
there has been significant lobbying by trade 
associations and individual companies in an 
effort to delay and reduce the scope of the 
implementation. In December, the EMA 
acknowledged that industry would not be able 
to comply by the July deadline and that it 
would be revising the requirements but not 
the date. Dialogue continued during January 
and February, leading to the publication of the 
5 March document. 

Scope and timing
The documents containing the updated 
EVMPD requirements clearly state what is 
required by 2 July, but exactly what will come 
later on when standards by ISO (the 
International Organization for 
Standardization) on the identification of 
medicinal products (IDMP)6-10 are 
implemented remains to be finalised. The 2 
July deadline for compliance stays firm; it was 
written into the EU pharmacovigilance 
legislation11 that mandated the EVMPD 
obligation and changing it would require 
agreement by the European Parliament.  The 
implementation date for the ISO standard is 
no longer identified as 1 January 2015, but 

will now be six months after the EMA’s 
management board has made the relevant 
announcement, taking into account the 
recommendations of the Pharmacovigilance 
Risk Assessment Committee. This could be an 
indication that the EMA wishes to accelerate 
the process once the ISO standards are 
finalised later this year.

Changes in the scope of the data required 
were made following discussions by the 
European regulatory network and trade 
associations. On 30 January12,13, the EMA 
presented industry with three options on a 
reduced set of requirements, recommending 
the so-called “Option 3”.

Option 3 was accepted, in principle, as the 
way ahead by the industry groups, which also 
called for clarification on a large number of 
outstanding technical issues before the 
guidance was to be finalised. On 9 February, 
the EMA held a teleconference during which 
around 170 questions were addressed and 
requirements clarified. An EMA information 
day on 21 February provided more detail in a 
number of areas.

Removing the SSI obligation 
is highly significant

The EMA has confirmed that the scope of 
products to be included remains the same, ie 
all valid and any suspended authorisations for 
medicinal product within the European 
Economic Area, regardless of the authorisation 
procedure (centralised, mutual recognition 
procedure, decentralised procedure or 
national). The scope does not include 
withdrawn products, nor does it include 
registrations of traditional herbal medicinal 
products or registrations of homeopathic 
medicinal products registered according to the 
simplified registration procedure. The agency 
has clarified that non-EU EEA countries (ie 
Iceland, Lichtenstein and Norway) need to 
enact the pharmacovigilance legislation before 
the requirement to supply data to the EMA 
can be regarded as mandatory but it 
recommends that marketing authorisation 
holders electronically submit information on 
medicinal products authorised in the EEA 
countries. 

The EMA acknowledges that there might be 
technical reasons for a company being unable 
to meet the July deadline – for example, they 

might have problems with their tool – and 
these should be discussed with the EMA if 
such a situation occurs. It is worth noting too 
that the EMA has indicated that it will not be 
policing EVMPD compliance from 2 July; 
however, it has not stated when it will actually 
do so.

The key changes in the requirements on 
meeting EVMPD obligations, the rationale and 
impact are considered below.

SSI requirement dropped
The revised guidance no longer requires 
companies to submit details of the structured 
substance information (SSI), although the 
underlying XEVMPD schema file still includes it.  

The SSI is a detailed characterisation of the 
substances involved, based on the draft ISO 
standard for substances14 and the original 
guidance had required the submission of SSI for 
all ingredients in all pharmaceutical products. The 
effort that would have been required to make 
SSI submissions was further exacerbated by the 
EMA’s requirement for every corporate 
Eudravigilance group (typically headquarter and 
affiliate companies) to supply the data for all 
substances that they used. This would have led 
to a huge duplication of effort, particularly for 
generic active ingredients and excipients. In 
Option 3, the EMA had proposed to make this 
requirement optional but industry counter-
proposed that this should be removed from the 
specification. Removing this requirement would 
avoid the potential for submitting duplicate data 
and having to reconcile them at a later date. It 
would also simplify the guidance, delivery and 
testing of systems.

The EMA has stated that it will not accept 
SSI files and, indeed, the SSI data cannot be 
entered in its data entry tool. Furthermore, 
the agency has not republished the guidance 
document for SSI.

Removing the SSI obligation is highly 
significant, since it was estimated that the 
requirement could account for between 70% 
and 80% of the effort associated with meeting 
the July 2012 date. This will free up resource and 
greatly increase the chances of compliance by 
that date. However, in the longer-term, the 
requirement will not go away. The EMA still 
wishes to receive these data and will convene 
after July a “roadmap” group with industry and 
national competent authorities to define a way 
forward towards full implementation of the ISO 
standards. At present, the agency only holds the 
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substance names, perhaps some translations and 
other synonyms for the name and maybe the 
chemical abstract services (CAS) number and 
molecular formula. In order for the EMA to 
undertake the full range of pharmacovigilance 
activities required of it, the agency believes it is 
important to have access to details of substance 
descriptive information for the purpose of signal 
detection. Industry, on the other hand, is keen 
for an efficient way to be found to provide 
these data, with definitive data being provided 
only once. Some form of worksharing across 
companies could be a pragmatic solution to this.

Requirement for only the SmPC 
In the previous EVMPD guidance, there was a 
requirement to submit all product information 
documents, including the summary of product 
characteristics (SmPC), package leaflet and 
labelling (in addition, Annex II was required for 
the centralised procedure). The revised 
guidance has reduced the scope to require 
only the SmPC. The SmPC is to be used for 
validation of the data submitted only and will 
not be published.

Further clarification and simplification has 
been made regarding the languages to be 
provided. For the centralised procedure, only 
the English SmPC is to be provided. For the 
MRP and DCP, the EMA prefers the national 
languages since this eases its validation process 
but marketing authorisation holders can, if they 
chose, submit the English approved text, 
instead. Its decision to accept the English 
approved text follows lobbying from industry. 
For nationally-authorised products, the EMA 
requires that the local language SmPC is 
provided and that for countries where there is 
more than one national language (eg Belgium), 
individual authorised product records should 
be submitted in each language, including the 
specific language version of the SmPC.

The requirement for only the SmPC reduces 
the effort required by companies to collect 
and collate the local documents. The potential 
impact of the change is significant for MRP/
DCP products if the English agreed text is to 
be used, as this further reduces the number of 
documents involved. The EMA has indicated 
these documents are not to be scanned but to 
come from electronic sources. The EMA had 
said at its information day that it would be 
willing to accept combined documents (SmPC, 
packaging leaflet and labelling) if this already 
existed and it would be too difficult for the 
marketing authorisation holder to split the 
document into only the SmPC, but this has not 
been included in the updated guidance.

Language requirements clarified
The EMA has clarified the language 
requirements. For products authorised in the 
centralised procedure, the authorised 

product record needs to be submitted in 
English only. For MRP, DCP and national 
products, the record needs to be submitted 
in each local language, including for countries 
where there is more than one official 
language. In reality, most fields are either 
defined by controlled vocabularies where 
only the English term is defined, or are fields 
that define addresses, authorisation number 
and dates, etc. The only fields that are truly 
language dependent are limited to the 
product name and its subparts, the package 
description and the SmPC.

In addition, the EMA has clarified that 
marketing authorisation holders are to provide 
translations of the substance names for all of 
the substances they use, except where they 
are already in the controlled vocabulary. This 
can be done either in the agency’s EVWEB 
data entry tool where available translations 
can be seen and where new translations are 
added to the approved substance record in 
real time. Alternatively, marketing authorisation 
holders can utilise the controlled vocabulary 
issued as an Excel file to determine whether 
new translations should be submitted as 
updates to the approved substance record. 
The updated controlled vocabulary for 
substances will be re-issued by the EMA, 
perhaps on a daily basis, reducing but not 
eliminating the potential for duplication of 
effort by companies, with different marketing 
authorisation holders providing updates at the 
same time for the same translation. However, 
it appears that the EMA has not migrated the 
existing translations from the old EVMPD and 
so everyone has to start afresh and add in all 
translations.

Although this represents an increase in the 
amount of work required by companies, all 
translations should be available from the 
SmPCs if they are up to date and in quality 
review of documents (QRD) format. Some 
older SmPCs may not contain this information 
and further investigation of the translations 
might be required.

Package description becomes optional
The package description section of the 
medicinal product becomes optional in the 
new guidance, but other clarifications are also 
provided regarding this section. However, 
before going down the path of no longer 
utilising this field, it may be worth bearing in 
mind that for some authorisations this field 
may be the only differentiator between 
authorisations, apart from the authorisation 
number. So, for example, in a country that only 
allows one presentation per authorisation, 
then several authorisations may exist for the 
same pharmaceutical product, one for the 
14 tablet pack, one for the 28 tablet pack, etc, 

each with its own authorisation number. 
Without the package description entered, then 
all records would be identical apart from the 
authorisation number. This may be confusing to 
the marketing authorisation holder as well as 
the EMA.

Where an authorisation supports several 
presentations, and the marketing authorisation 
holder decides that it wants to provide the 
package description section, then a single 
description can be used that covers all 
presentations. The EMA states that normally, 
separate records would not be submitted for 
each presentation. Perhaps the use of the 
word “normally” indicates some degree of 
optionality under certain circumstances. The 
change to the package description section 
could lead to reduced effort for companies in 
the management of the data. However, there is 
a danger that records might be unclear. 

Identifying treatments for children 
A completely new requirement has been added 
to the legal notice regarding whether the 
medicinal product is authorised for treating 
children. This was not discussed at any meeting 
with industry prior to the issue of the guidance 
on 5 March. Every product that has a clear 
indication or a clear posology for children must 
be identified and a standard statement 
“medicinal product authorised for the treatment 
in children” added to the comments field.

Other changes
There are a number of other changes that 
have been included in the updated EVMPD 
guidance, the key ones being:
•	 the	location	of	the	pharmacovigilance	safety	

master file is now optional;
•	 the	requirement	to	provide	a	“product	

short name” (also known as brand name) is 
no longer mandatory in all cases. However, 
where no product short name is provided 
then the “product company name” must be 
provided, even when it is not part of the full 
“product name”;

•	 the	requirement	to	identify	products	that	
are subject to additional monitoring (also 
known as intensive monitoring) is now 
optional; and

•	 the	address	and	postcode	of	the	marketing	
authorisation or sponsor become 
mandatory.

Building on existing EVMPD entries
The EMA has provided clarification regarding 
what the relationship should be between any 
old EVMPD record and the new one that is 
required. There are about 125,000 product 
records existing in the old EVMPD. These 
have been migrated to the new XEVMPD 
format, but remain as legacy records. It is 
required that a marketing authorisation 
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holder submits a new record that is fully 
compliant. Marketing authorisation holders 
have the option of using the EVWEB tool to 
call up the old record and modify it as 
appropriate and “reinsert” it as a new record. 
Alternatively, they can populate from scratch, 
without reference to the old record. Similarly, 
marketing authorisation holders who are 
using the Eudravigilance Gateway for 
submission of Eudravigilance product report 
messages can export the data already held, 
pull them into their systems, modify 
accordingly and submit new records as 
“insert”. Alternatively, they can choose to 
ignore the pre-existing data and repopulate 
from their own databases directly.

For marketing authorisation holders using 
the EVWEB tool, it would probably make 
sense to enhance old records. For marketing 
authorisation holders using their own 
solutions, however, it would probably be 
more efficient to start afresh, drawing down 
data from their internal systems rather than 
repurposing partial data from the pre-
existing record.

Support for lifecycle submissions
The EMA has deferred all discussion on the 
requirements for maintenance of records post 
July to April/May, when it is planning to hold a 
meeting on the matter with trade associations. 
Here, the agency intends to review the 
strategy for variations and other forms of 
updates before re-issuing the EVMPD guidance 
and defining the timelines for provision of 
updates. It believes that this will give marketing 
authorisation holders adequate time to put in 
place their internal procedures for maintaining 
data. It remains to be seen whether the EMA 
is oversimplifying the actions needed by 
marketing authorisation holders and the time 
that this will take, and whether the agency is 
making an assumption that no technical 
changes will be necessary for vendor tools to 
manage the lifecycles. In the meantime, 
marketing authorisation holders who have 
submitted an initial record should wait until 
after 2 July to make any updates. 

Training and certification 
With the removal of the requirement to 
submit the SSI data, there has been an 
opportunity to review the training 
requirements and the need for certification 
before being able to submit to the eXtended 
EudraVigilance Product Report Message 
(XEVPRM). There is still a fundamental 
requirement that before a company’s 
Eudravigilance group can submit to the new 
database, it must be registered to do so. As 
part of that registration, at least one member 
of the group has to have undergone EVMPD 
training, passed the competence test and 

received a certificate of competency.  
However, what has changed in the updated 
guidance is the acceptability of certificates of 
competence on the old system. The new 
training and certification requirements can be 
summarised as follows:
•	 where	an	organisation	has	no	previous	

EVMPD experience, someone must attend 
the course and pass the exam. The training 
options are a two-day face-to-face course 
or a two-day e-learning course;

•	 certificates	received	by	a	Eudravigilance	
group representative following training 
under the “old” EVMPD will be acceptable 
but the representative is strongly advised to 
undertake an e-learning top-up course that 
addresses the new requirements; and

•	 Eudravigilance	group	representatives	trained	
and certified trained under the “new” 
EVMPD can start to submit using the new 
XEVPRM format after completing the 
necessary registration process.

Of course, more than one representative of 
an organisation can attend the training if they 
wish but only one representative has to have a 
competency certificate.

EVWEB and Gateway testing
Delays have been encountered around the 
availability of the EVWEB data entry tool, which 
went live on 5 March. Companies intending to 
submit via the Eudravigilance Gateway are 
having to delay finalising and testing their tool.  
Furthermore, software vendors are having to 
work through the market authorisation holder 
as direct access to the testing environment, 
which also went live on 5 March, is not available.  
It is not clear when submission to the 
production environment via the Eudravigilance 
Gateway will start.

Conclusions
The changes to the EVMPD guidance have been 
welcomed by industry, as they will greatly reduce 
the effort required to comply with the 2 July 
deadline for submitting data to the medicinal 
products dictionary. However, full compliance by 
that date is not guaranteed. Delays that have 
occurred to the EVWEB tool and the ability to 
finalise and test vendor or self-developed tools is 
compressing the window that marketing 
authorisation holders have to collect and submit 
these data; a window of perhaps only 120 days. 
The EMA has gone a long way to clarifying 
many unknowns, but there remain some areas 
that might prove to be significant, particularly 
around the maintenance of data. The picture 
beyond July 2012 is still unclear and it will be 
necessary for all stakeholders to pay attention 
to the development of requirements over time. 
But for now, a simplified path has been charted 
to 2 July and this has to be the area of focus 
for everyone.
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