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Pharmacovigilance

In support of the new EU pharmacovigilance 
legislation, the European Medicines Agency 
announced on 1 July that it will require the 
submission of medicinal product information for 
all authorised products in Europe by 2 July 
20121,2. In short, this means that an additional 
400,000 records need to be submitted to the 
Eudravigilance Medicinal Product Dictionary 
(EVMPD) within 12 months and that for the 
100,000 products already submitted there will 
be a requirement to provide updates to comply 
with modified data and document requirements.

Under the new pharmacovigilance 
requirements3-5, the EMA will take on the 
responsibility for receipt of all individual case 
safety reports for Europe. The EMA’s target is 
to start to do this by the beginning of 2015. 
Before this can occur, however, the 
Eudravigilance system will need to undergo 
significant enhancement including delivery of a 
mechanism to distribute relevant ICSRs to 
each national competent authority, dependent 
upon where the adverse event took place.

In order for the EMA to manage these case 
safety reports within the Eudravigilance 
database, Article 57(b) of Regulation (EC) 
726/2004 as amended now includes a series 
of requirements that will have a significant 
impact on industry. To quote:

For the purposes of the database, the 
Agency shall set up and maintain a list of all 
medicinal products for human use authorised 
in the Union. To this effect the following 
measures shall be taken: 

(a) the Agency shall, by 2 July 2011 at the 
latest, make public a format for the electronic 
submission of information on medicinal 
products for human use; 

(b) marketing authorisation holders shall, by 
2 July 2012 at the latest, electronically submit 
to the Agency information on all medicinal 
products for human use authorised or 
registered in the Union, using the format 
referred to in point (a); 

(c) from the date set out in point (b), 
marketing authorisation holders shall inform 
the Agency of any new or varied marketing 
authorisations granted in the Union, using the 
format referred to in point (a).

Thus, with the announcement of 1 July, the 
EMA has met its requirements under (a) to 
inform marketing authorisation holders of the 
format required. It is now up to marketing 
authorisation holders to submit information on 

all authorised products within 12 months (b) 
and, from 2 July 2012, to maintain up-to-date 
records (c).

Interim format until 2014/2015
For several years, through the International 
Conference on Harmonisation, the EMA  
and other regulators have been working on 
the development of a set of international 
standards for the identification of medicinal 
products (IDMP). The standards are currently 
in draft, going through the process of adoption 
within the International Organization for 
Standardization (ISO) and it is expected  
that they will become official standards by 
March 2012. 

These changes will have a 
significant impact on the industry. 
The EMA estimates that there are 
approximately 500,000 authorised 
products across the EU
In an ideal world, the EMA may have liked these 
to be finalised earlier, or the pharmacovigilance 
legislation to have stated later dates for both the 
format of information to be announced and for 
the completion date for submission of data. The 
dates provided in the legislation, however, have 
required the definition of an interim format until 
the IDMP standards are implemented in the 
2014/2015 period.

The interim technical format for submitting 
information on authorised products that will 
be used is an updated version of the 
Eudravigilance Product Report Message 
(EVPRM). Marketing authorisation holders will 
utilise this format to provide information to 
the EMA to populate the EVMPD.

The EVPRM has been updated6 to make it 
more compatible with the ISO IDMP 
standards and hence make future migration of 
data easier. However, the EMA has gone a long 
way towards implementation of these 
standards by introducing many aspects within 
the updated EVPRM, albeit with a number of 
fields remaining optional. Several major 
changes have been implemented as mandatory, 
although there appears to be some areas of 
inconsistency between the legal notice and the 
detailed guidance. The legal notice includes the 
following new items as required:
•	 name,	address	and	contact	details	for	the	

qualified person responsible for 

pharmacovigilance (QPPV);
•	 location	of	the	pharmacovigilance	system	

master file;
•	 therapeutic	indication	(previously	optional	

but guidance still shows as optional);
•	 detailed	description	of	the	active	substances,	

excipients and adjuvants and their specific 
characteristics. The required detail will vary 
depending upon the class of the substance 
(chemical, nucleic acid, polymer, protein, 
structurally-diverse substance or mixture);

•	 description	of	a	medical	device	as	part	of	
the authorised product;

•	 description	of	the	package	(previously	
optional but guidance still shows as optional);

•	 submission	of	product	information	
documents in the local language for each 
authorised product; and

•	 designation	of	additional	monitoring	for	
products.

A further change is to adopt the future ISO 
standard for how the strengths of the 
substances in the medicinal product are 
declared, although this will only be mandatory 
for actives and adjuvants. 

With regards to the submission of product 
information documents, the EMA has 
interpreted the legislation to require these 
documents and in the longer-term, it is possible 
that they could utilise them to populate the 
EudraPharm database, which for several years 
now has remained significantly empty of such 
documents for most of the countries in Europe. 

Impact on MA holders
These changes will have a significant impact on 
all marketing authorisation holders, with the 
force of legislation behind them. To date, 
populating the EVMPD has been a voluntary 
activity. The EMA currently holds about 105,000 
records but it estimates that there are 
approximately 500,000 authorised products 
across the EU. The legislation requires marketing 
authorisation holders to submit the EVMPD 
data by 2 July 2012, which is only 12 months 
away. For those who have already submitted, 
updated information will be required to comply 
with the revised data needs and to include the 
product information documents.

Experience from marketing authorisation 
holders that have already submitted data shows 
that collation and provision of comprehensive 
and accurate data is not an insignificant task. To 
achieve this, the EMA has provided: 
 i) a web-based form in EVWeb to submit 

EMA mandates Eudravigilance medicinal product dictionary for all  
authorised products in Europe
Andrew Marr explains new guidance from the European Medicines Agency and reports that it will affect every 
company that has a product registered in the EU.
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data, one product at a time. This will be 
updated to support the expanded 
requirements just announced;

 ii) a Microsoft Access database for the 
collation and submission of data for multiple 
products. [Note: The EMA withdrew this 
software just recently, on May 27, because 
very few marketing authorisation holders 
actually used it and the agency did not wish 
to waste resources updating it to support 
the new requirements]; and

 iii) a specification for the EVPRM which 
allowed:

•	 vendors	of	software,	such	as	for	Registration	
Tracking Systems, to provide functionality to 
output data in EVPRM format and submit 
individually or as a batch to the EMA via the 
Eudravigilance gateway or EVWeb Trader; and

•	marketing	authorisation	holders	to	develop	
their own software/utilities in-house to 
manipulate their data into the correct 
format for submission to the EMA via the 
Eudravigilance gateway or EVWeb Trader.

The EMA has updated the specification for the 
EVPRM to allow continued development and 
use of such software. However, it is yet to 
issue the XML schema file, which will be 
critical to the development of updated tools. A 
second version of the guidance that will 
include this file, together with product 
examples and other technical instructions, is 
promised by 1 September 2011.

Many marketing authorisation holders have 
had to undertake a resource-intensive activity 
to ensure the completeness and accuracy of 
the data submitted to the EVMPD. Generally 
speaking, this has involved the central company 
managing the collation of data checked and 
provided by the local affiliates. Existing database 
systems have been expanded to manage the 
data or companies have taken the opportunity 
to utilise the new generation of Registration 
Tracking Systems from third-party vendors, 
which are capable of outputting data in EVPRM 
format. Alternatively, typically in smaller 
companies, the EVWeb application has been 
used either in the central company or in their 
affiliates in support of a small number of 
products. The EVWeb application is not really 
suitable for handling a large number of products.

Challenges ahead
There will be several challenges in meeting the 
new requirements and timelines and some are 
listed below:
•	Timelines: If a marketing authorisation holder 

has not already considered the processes and 
technology it might use to submit data, then 
12 months is a short time, particularly if the 
marketing authorisation holder has many 
products to support. Equally, if a marketing 
authorisation holder already has processed 
EVMPD data, and has a system to do so, the 
updated requirements are likely to mean that 
a new version of their system will need to be 

developed, validated and implemented. 
Furthermore, there may be dependencies on 
third-party vendors to provide an upgrade.

•	Collation of accurate data: All marketing 
authorisation holders should be in control 
of registration data and have immediate 
access to all required information needed to 
populate the EVMPD. In practice this is not 
necessarily the case. Company databases or 
spreadsheets, as are used in many 
companies, may be incomplete or only 
cover products in one particular country. 
They may contain omissions or duplicates, 
which will need to be addressed.

•	 Mapping of data to EVMPD fields: The 
EVMPD is a standard but the data held  
by individuals may have been defined 
according to the historical needs of the 
individual organisation and so may not be 
readily mapped to the EVMPD fields.  
Data manipulation may be necessary  
before submission.

•	 Provision of data and documents: To date, 
the EVMPD has been a data-only 
submission. With the requirements to 
submit product information documents 
there is a transition to provision of both 
data and documents, making the process 
and system requirements more complicated. 
The ability to firstly manage and then 
include product information documents in 
the EVPRM adds another level of 
complexity that the software will need to 
address, and affects the business process, 
which will have to be considered.

•	 Provision of local language product 
information: Except for products in the 
centralised procedure, the typical process 
currently used in most pharmaceutical 
companies is that the centre produces the 
proposed product information, typically in 
English, and local affiliates are responsible for 
translation, finalisation and negotiations with 
the local regulators. It is unusual that the 
final versions are returned to the centre 
(see Figure 1). Thus the definitive version is 
likely to reside in the affiliate, often in Word 
and not PDF. However, now the EMA is 
requiring that the local product information 
documents are submitted, probably with a 
defined naming convention, in PDF, as a 
single file for the summary of product 
characteristics (SmPC), package leaflet/
patient information leaflet (PIL) and labelling. 
This will require that there is a conversion 
to PDF together with a small publishing step 
to bring separate files together and rename 
them.  
A significant issue may be that in order to 
support maximum efficiency, the EVMPD 
submission continues to be a centralised 

Figure 1. Likely current flow of product information documents for national, mutual
recognition and decentralised procedures in the EU
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function and so the product information 
documents will now need to flow back to 
the centre (see Figure 2). This will be an 
additional step for many companies.

•	 Maintenance processes and inspection: The 
provision of EVMPD data is not to be a one-
off activity. The legislation clearly states that the 
marketing authorisation holder is responsible 
for continued submission of up-to-date 
information. Therefore, whenever the EVMPD 
data set or the product information 
documents are changed, they will need to be 
re-submitted to the EMA within 15 days. 
Processes will need to be defined and 
implemented. Additionally, they will be 
expected to be open for inspection since they 
will come under the use of pharmacovigilance 
systems. Failure to have either submitted 
EVMPD data or demonstration of ongoing 
control could, therefore, be pharmacovigilance 
inspection findings.

•	Decision on responsibilities and process 
for submission: As mentioned above, an 
efficient process has been to centralise the 
submission of EVMPD data, making 
maximum use of a small number of 
individuals who have developed the 
appropriate knowledge of the EVMPD and 
use of IT systems. However, the new 
requirement to submit product information 
documents does raise the possibility that 
efficient submission and maintenance 
processes would be to decentralise these to 

local affiliates. A range of factors such as 
number of products, regulatory activity of 
the products, and resources and system 
availability will need to be assessed to help 
decide the most efficient process in each 
marketing authorisation holder.

The task for marketing 
authorisation holders with no 
experience of the EVMPD will 
be significant
With 80% of data still to be submitted, and 
the other 20% requiring re-submission, each 
marketing authorisation holder needs urgently 
to undertake an analysis of its current situation. 

The task for marketing authorisation holders 
with no experience of the EVMPD will be 
significant and they will need to analyse data 
availability and accuracy, technology support, 
and potential processes. All marketing 
authorisation holders need to put in place an 
appropriate programme to achieve the 
required goal of completed submission/
re-submission by July 2012.

Future use of the ISO IDMP standard
The EMA has also announced that, in addition 
to the use of a new ISO standard for ICSR 
from January 2015, the ISO IDMP standards are 
also to be used. Explaining these new standards 
would justify an entire article in itself but a key 
idea to note is that the intended scale of data 
required may be nearing an order of magnitude 
greater than that for the EVMPD. 

The ISO standards themselves cover the 
following topics:
1. Substance registration including for actives, 

excipients and packaging materials;
2. Medicinal product identification (MPID) (ie 

each authorised product);
3. Pharmaceutical product identification 

(PhPID) (ie similar products across and 
within jurisdictions);

4. Controlled vocabularies for dosage form, 
route of administration, packaging 
components and units of presentation; and

5. Controlled vocabulary for units of 
measurement.

Figure 3 provides the full titles of the 
standards. At present, these standards are 
available as draft international standards for 
purchase via the ISO website (www.iso.org/
iso/iso_catalogue/catalogue_tc/catalogue_tc_
browse.htm?commid=54960&development=
on). They are currently moving towards 
publication as final draft international standards 
and these will be balloted with national 
standards bodies, probably late in the third 
quarter of 2011. Final publication of the 
international standards is anticipated by March 
2012. The EMA, as part of its 1 July 
announcement, has indicated the intention that 

Figure 3: ISO standards in development (anticipated publication date 
March 2012)
ISO 11615 Health Informatics – Identification of medicinal products – Data elements and structures 
for the unique identification and exchange of regulated medicinal product information

ISO 11616 Health informatics – Identification of medicinal products - Data elements and structures 
for the unique identification and exchange of regulated pharmaceutical product information

ISO 11238 Health Informatics — Identification of medicinal products — Data elements and 
structures for the unique identification and exchange of regulated information on substances

ISO 11239 Health Informatics — Identification of medicinal products — Data elements and 
structures for the unique identification and exchange of regulated information on pharmaceutical 
dose forms, units of presentation, routes of administration and packaging

ISO 11240 Health informatics — Identification of medicinal products — Data elements and 
structures for the unique identification and exchange of units of measurement

Figure 2. Potential future �ow of product information documents for national,
mutual recognition and decentralised procedures in the EU
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data will be migrated from the EVMPD to the 
use of these standards during 2015, ready for 
full implementation in conjunction with the 
new ICSR standard also in 2015. It will be the 
market authorisation holder’s responsibility to 
provide updated information, fully compliant 
with these new standards, from 1 January 
2015 and no later than 31 December 2015. 
Other ICH regions have yet to announce their 
implementation plans but these may be 
smaller in scope than the plans being 
articulated by the EMA for Europe.

Many things need to be completed before 
these standards can be implemented. In addition 
to the standards being finalised, ICH and regional 
implementation guides need to be drafted, 
circulated for comment, revised and issued.  
The ICH Step 3 consultation (ie regulatory 
consultation and discussion) can be expected in 
early 2012. It is understood this guidance will 
identify a set of fields common to all ICH regions 
but will also identify which additional fields will 
be applicable to each of the ICH regions. 

It is anticipated that the complexity of systems 
needed to support the full use of the ISO 
standard could be significantly more than for the 

EVMPD. A recent assessment of the number of 
data points for a product in the current EVMPD 
was approximately 50, compared with that 
which might be required with IDMP of 
approximately 300 or more, even without 
inclusion of translations of many elements. For 
the new version of EVMPD, the number of 
mandatory fields lies between the two.

The timing of availability of ICH and regional 
documentation for IDMP is likely to be later 
than that by which marketing authorisation 
holders need to make decisions about 
implementation of the EVMPD. It is quite 
possible, therefore, that interim solutions may 
need to be implemented by many companies 
before they make strategic decisions about the 
longer-term support for the use of IDMP.

Conclusions
The announcement by the EMA of the 
deadlines for the mandatory submission of 
EVMPD data may come as a surprise for many 
marketing authorisation holders. However, the 
pharmacovigilance legislation has clearly stated 
the intent and the EMA has now provided 
clarification of exactly what is expected for all 

authorised products in Europe. The size of the 
task ahead for many marketing authorisation 
holders will be significant and it will require the 
definition of a detailed plan and its rapid 
implementation if the deadline of July 2012 is to 
be achieved, so maintaining compliance with the 
pharmacovigilance legislation. The task will only 
increase as more detailed standards are adopted 
and implemented during 2015. Figure 4 
summarises the key milestones that market 
authorisation holders must pay attention to. 
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Figure 4. 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

By 1 September 2011 Publication of Version 2 of Detailed Guidance 
including XML schema file and product 
examples and technical instructions

To be announced Re-opening of EVMPD for the submission of 
product information according to the new 
specification

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 holder 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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