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Abstract
It is approaching two years since the date passed for the 
mandatory submission of Extended EudraVigilance Medicinal 
Product Dictionary (XEVMPD) data, and now marketing 
authorisation holders (MAHs) must go through a process of 
updating their records to comply with new requirements, and 
then continue to maintain their records each time the data or key 
sections of the summary of product characteristics (SmPC) are 
changed. It will be a major effort to bring the records up to date 
and achieve the desired quality. It will also be a challenge for 
many companies to establish and operate processes to remain 
compliant with maintenance requirements.

XEVMPD implementation and 2014 updates
Within the Pharmacovigilance (PV) Legislation published in 
December 2010,1 Article  57(2) defined that, for the purposes 
of EudraVigilance (EV), a list would be created of medicinal 
products for human use authorised in the EU. This has led to 
the submission to the European Medicines Agency (EMA) of 
approximately 500,000 XEVMPD records for authorised medicinal 
products (AMPs), of which only around 50% were submitted by 
the legislated date of 2 July 2012. Records have continued to flow 
in since then. Around 90% of companies have used the EMA’s 
web-based tool (EV WEB) for data entry and around 7% have 
used vendor or internal software to create and deliver the data to 
EMA through the EV  Gateway. This smaller group of companies, 
however, accounts for approximately 60% of all of the records that 
have been received by the EMA.

The initial requirements were that immediately after the 2  July 
2012 deadline, MAHs were to maintain their records to reflect 
changes in the data. However, subsequently on 4  July 2012 the 
EMA announced that maintenance submissions would be put on 
hold until further notice as the Agency was not technically ready to 
receive and process these records. 

Once the EMA began to assess some of the data received, it 
concluded there were significant issues with the quality which 

rendered the data unfit for purpose.2 Over the intervening period, 
the EMA has worked with industry to reassess the guidance 
and to define maintenance processes that should be workable. 
Furthermore, since the initial submission deadline, the EMA 
has taken on additional responsibilities for the definition 
of pharmacovigilance fees and this has necessitated the 
implementation of additional information requirements.

So finally on 31  January 2014 the EMA reissued the Legal 
Notice,3 Technical Guidance4 and User Guidance5 together with 
other supportive information. A new set of Frequently Asked 
Questions6 was issued on 28  February 2014 and since then a 
number of updates have been published and, at the time of article 
drafting, further documents were still to be published. Overall, the 
new guidance aims to support:
l	 	Bringing the submitted information up-to-date
l	 	Provision of new information required to support the 

assignment of pharmacovigilance fees, specifically information 
as to whether the MAH is a small or medium-sized enterprise 
(SME), the authorised dosage form, the legal basis of approval 
of the product and the medicinal product type

l	 	Improvements to the quality of the data being submitted
l	 	Modification of controlled vocabularies
l	 	Provision of local language SmPCs for mutual recognition 

procedure (MRP) and decentralised procedure (DCP) products
l	 	Implementation of the timelines and processes for data 

maintenance.
To address these points it will be necessary for companies to 

update all records for AMPs along with the records that provide 
the name and address information for each MAH (termed 
“Organisations” within XEVMPD). Although the scale of this 
activity may not be as large as that of the initial submission, it 
does constitute a significant activity that will require resources 
and, for many companies, technology upgrades which support the 
changed requirements.

In its announcements the EMA has repeatedly emphasised 
the legal requirement for MAHs to comply with these aspects of 
the pharmacovigilance legislation both to submit and to maintain 
information as it is updated. To assist industry to understand 
the need for, and value of, the data to the regulatory processes, 
the EMA has recently published a “Quality Control Methodology 
Document”7 which includes a high-level description of the 
processes which each field will be used to support. These include:
l	 	Performance of data analysis, including signal detection
l	 	Coding of individual case safety reports (ICSRs)
l	 	Use in regulatory actions to safeguard public health, eg, 

referrals, periodic safety update reports (PSURs), literature 
monitoring

l	 	Calculation of pharmacovigilance fees
l	 	Communication within the regulatory network and with other 

stakeholders.
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While this list is not exhaustive, or indeed detailed, it does go 
some way to providing industry with an assurance that the data, 
once submitted and quality control (QC) checked, will indeed 
be used. This unfortunately was not the case with the initial 
submission of the XEVMPD data.

Company actions required: clean-up and updating of 
submitted data
To be compliant with the new and revised requirements, a major 
exercise must to be undertaken during the period of 16  June to 
31 December 2014. 

Significant quality issues exist with the controlled vocabularies 
(CVs), particularly the ones for “Substances” and “Organisations”. 
Due to lack of control and robust procedures, the “Substances” CV 
became significantly degraded in quality, with many substances 
having been assigned multiple EV codes. To rectify this, the EMA 
has undertaken a significant clean-up of the Substances CV, 
identifying “master substances” (termed “Substance Preferred 
Name”) and mapping other terms for the substance as synonyms 
(termed “Substance Aliases”). This will affect a large number of 
substances, which in turn will have an impact on the EV  codes 
used in the AMP records. The EMA will change the substance 
codes in the XEVMPD and while this will be useful for EV WEB 
users, for companies submitting via the EV Gateway the codes will 
need to be updated within their own systems so that when future 
submissions are made they will not be rejected because of the use 
of historical codes. In order to assist MAHs to check and amend 
their data as necessary, the EMA will provide a spreadsheet of 
mappings between old and new substance codes.

For “Organisations”, there are many seemingly duplicate 
entries with slightly different name or address details. The EMA is 
now clearer in its guidance that it allows some difference between 
what is stated in the SmPC and the actual name and address of 
the legal entity, and it is the latter which must be provided in full. 
Where companies have duplicate Organisations, it will necessitate 
identifying which one to retain, to ensure the chosen one has 
the full address details. It is then necessary to nullify any other 
unwanted Organisations, which can be done once any affected 
AMP records have been updated to reflect the change. For every 
Organisation record it will be necessary to identify whether or not 
the MAH has SME status.

Overall, there are many activities that need to be undertaken to 
bring the records up to date, with an appropriate level of quality. 
Activities can be grouped into: (1) addressing the AMP records that 
the MAH manages, and (2) clean-up and update AMP records:

1 Address AMP records to be managed:
l	 	Invalidate any AMPs that have been transferred out (and inform 

the new MAH of the previous EV code for the product)
l	 	Add any AMPs that have been transferred in (the Previous EV 

code will need to be provided by the old MAH)
l	 	Withdraw any AMPs for which there is no longer a licence 
l	 	If a renewal or variation has taken place in which the 

authorisation number has changed, invalidate the old record 
and insert a new record

l	 	Ensure that records are added for products authorised in 
Croatia (following EU accession)

l	 	Ensure that records are added for products authorised in 
Iceland, Lichtenstein and Norway (as the pharmacovigilance 
legislation is now incorporated into the EEA Agreement)

l	 	Delete any duplicate records, giving the reason for deletion in 
the “Comments” field.

2 Clean-up and update AMP records:
l	 	Update the MAH EV code, if necessary, due to changes in the 

Organisation CV
l	 	Update substance EV codes for substances that have been 

changed in the Substance CV (Gateway users only, and EV WEB 
users who reflect this in their internal records)

l	 	Add data for new mandatory fields
l	 	Update any field where data have changed since the initial 

submission
l	 	Update any field where data do not comply with the 

interpretation given in the revised guidance
l	 	Update Medical Dictionary for Regulatory Activities (MedDRA) 

version number (must be the current version each time the 
record is updated)

l	 	Provide latest version of SmPC in local language for nationally 
authorised products, MRP or DCP European procedure products 
or English for centrally authorised products (CAPs).
To assist companies in checking their data before updating, 

the EMA is to release an “Export Utility” which will allow the 
export of up to 100  products at a time from XEVMPD, and it will 
be possible to load these into Excel to facilitate assessment of the 
completeness and accuracy of the current data once the EMA has 
remapped the substance data.

For many companies the updating process will be a significant 
amount of work which needs to be planned and resourced. For 
those companies with their own technical solution it will also 
be the necessary to upgrade their software to manage the new 
requirements. Through necessity this may mean that it will be 
Q4 2014 before companies can implement and utilise the revised 
software. This will place significant time constraint on them to 
achieve compliance by the end of 2014. EV WEB users will be more 
fortunate since that system will be available to use from 16  June 
2014, thus allowing for the workload to be distributed throughout 
the second half of 2014.

Once companies submit data, the EMA will QC check the records. 
At the time of drafting this article it has not yet been decided 
whether the EMA will correct the data and inform the MAH of the 
changes made, or whether the MAH will be requested to correct the 
data themselves. If the former process is implemented then many 
companies will have to update the data in their own systems so 
that they remain consistent with what the EMA now holds (but their 
software may automatically send a corrected record through to the 
EMA, which in turn may prompt another QC review). Overall, this 
would not be an efficient process for many companies and so, no 
doubt, further discussions on process will be necessary.

Compliance with maintenance requirements may be 
challenging
Once the updated data have been submitted between June and 
December of 2014, MAHs are required to maintain the records 
within 30  days of the regulatory change. Depending on the 
type of variation, submission must be within 30  days of the 
variation being accepted or deemed to be accepted. For MRP/DCP 
authorised products, the clock is deemed to start at the time when 
the change is accepted or deemed to be accepted by the reference 
member state (RMS) rather than by each concerned member state 
(CMS). This has implications for which SmPC can be provided to 
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accompany the data. In many cases the CMS approval will not 
have been received and hence there will be no local language 
SmPC available. In this case the agreed English procedural 
version is to be provided but as the local language SmPC becomes 
available this is to be provided (although the guidance is not 
entirely clear on timelines).

Generally, in most companies the initial submission and now 
the necessary updating of records is a centralised activity, often 
with the company affiliates only adopting a role in QC  checking 
of the data. However, now it is critical that the affiliate takes on a 
more active role in the process of data maintenance. For national 
procedure products, and for certain activities for MRP/DCP, it is 
the affiliate that takes the first step in starting the clock for the 
30-day submission period. Consideration should be given to the 
affiliate having a greater role inputting the data and potentially 
submitting them. Processes should be established within a 
company and it is critical for ensuring compliance that there is 
good communication between centre and affiliate, otherwise 
the deadline can be easily missed. Drug safety groups have 
traditionally been accustomed to deadlines for adverse event 
reporting but regulatory affairs functions need to become used to 
such reporting timelines, and the importance of this needs to be 
established as soon as possible for XEVMPD. 

Defined processes need to be established within each company 
for the following cases:
l	 	Insertion of a new AMP
l	 	Transfer of an AMP out
l	 	Transfer of an AMP in
l	 	Withdrawal of an AMP (proactive withdrawal by the MAH)
l	 	Withdrawal of an AMP (reactive updating of record to cover 

when revoked by competent authority, not renewed by 
competent authority, not submitted for renewal by MAH, 
expired due to sunset clause)

l	 	Renewal of an AMP with new authorisation number
l	 	Variation for an AMP with new authorisation number
l	 	Suspension of an AMP
l	 	Lifting of suspension of an AMP
l	 	Maintenance of an AMP:
	 l	 	When the data and SmPC change
	 l	 	When the data alone change (no impact on SmPC)
	 l	 	When the SmPC alone changes (no impact on data).

Anticipate further changes
From 16  June 2014 until 2016 the EMA does not anticipate any 
major changes to XEVMPD requirements. However, it is quite 
possible that aspects of the guidance will be updated based on 
the results of the QC checks. If problems remain with aspects of 
submissions made early in the updating period then it is likely that 
the guidance/FAQs will be updated to provide further clarification.

However, currently scheduled from 1  July 2016 is the 
implementation of the ISO standards for identification of 
medicinal products (IDMP) which will provide a more robust and 
extensive set of standards and vocabularies to replace XEVMPD.8 
A roadmap for implementation of IDMP is to be developed 
during the second half of 2014. The EMA and national competent 
authorities (NCAs) have begun to look at cases for the provision of 
medicinal product information in support of:
l	 	Clinical trials
l	 	Scientific advice
l	 	Paediatrics

l	 	Inspection and quality
l	 	Initial applications
l	 	Variations
l	 	Pharmacovigilance.

It is clear from this that the applicability of IDMP will be wider 
than that of XEVMPD and so companies should begin to prepare 
for IDMP as soon as possible. Compliance is likely to be even more 
challenging than for XEVMPD.

Conclusion
To date, submission of XEVMPD has been fraught with 
challenges but hopefully lessons have been learned. Certainly 
the guidance has been improved and this has the potential to 
improve quality and hence compliance. The number of product 
records to be updated in the second half of 2014 will challenge 
many companies, but it will also challenge the EMA to process 
and QC  check them. The subsequent step, however, will be 
the challenge to maintain compliance throughout the product 
lifecycle. Consequently, this will necessitate good and extensive 
processes and systems within companies in order to adhere to 
timelines and ensure quality standards. 
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