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New  pharmacovigilance  legislation (Regulation (EU) No. 
1235/2010 and Directive 2010/84/EU) was adopted by the European 
Parliament in December 2010. The European Medicines Agency 
(EMA) is responsible for implementing much of the new legislation, 
which has been effective since July 2012. One of the impacts concerned 
to marketing authorisation holders (MAH) is to submit adverse drug 
reaction (ADR) reports only into EudraVigilance, a safety database 
superintended by EMA.  

An interim period was established, until EMA will ensure the 
full functionality of the Eudravigilance database. For this period, 
there should be applied requirements for valid Individual Case Safety 
Reports reported by MAHs. In accordance with the transitional 
provisions set out in Article 2(4) of Directive 2010/84/EU, MAHs 
shall report all serious suspected ADRs to regulatory authorities. Non-
serious suspected ADRs may be required by competent authorities of a 
Member State in accordance transitional provisions set out in Article 2 
(5) of the same Directive [1]. In practice, non-serious suspected ADRs
are required only by seven Member States; therefore MAHs should not
report non-serious ADRs to national regulatory authorities in the most 
of the Member States [2].

The amount of non-serious ADRs submitted by MAHs is not 
negligible. For example, out of 14,203 ADR reports processed by the 
Netherlands Pharmacovigilance Centre in 2012, were 6,770 (48%) 
ADR reports from MAHs [3]. Also position of the non-serious ADRs 
is roughly comparable in quantity, with serious ADRs as there were 
investigated trends in spontaneous reporting of serious and non-serious 
ADR reports to the French national PharmacoVigilance Network 
during the 2000s’ [4].

Why this transitional approach is applied to MAHs (and not to 
other sources of non-serious ADRs)? Non-serious ADRs collected by 
MAHs should be always used in so-called periodic safety update reports 
[5]. Therefore contribution of non-serious ADR reports to benefit-risk 
profile of drugs should be ensured even if there is the interim period. 

Unfortunately, elaboration and submission of periodic safety update 
reports by MAHs was reduced in terms of quantity and frequency 
due to the list of EU reference dates and frequency of submission of 
periodic safety update reports known as the 'EURD list' published by 
EMA in October 2013 [6]. Based on the EURD list, there is no need to 
submit safety reports to the most of generic drugs and the frequency of 
periodical submission was mostly prolonged to more than three years. 

Regulatory authorities should continuously monitor the data 
available in the EudraVigilance database to determine whether there 
are new risks or whether risks have changed and whether those risks 
have an impact on the benefit-risk balance [7]. However, during the 
interim period, the majority of non-serious ADR reports are probably 
not being submitted and used for the signal detection process. 

We should also not ignore the fact of misclassification, when 
some ADRs may be misclassified as non-serious by MAHs. These 
misclassified ADRs are subsequently not reported during the interim 
period. 
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From this point of view, absence of submission non-serious ADRs 
results in weakening of continuous surveillance drug safety profiles due 
to decrease of frequency of submitted ADRs. Additionally, quantitative 
comparisons of submitted ADR reports performed by research articles 
could be affected by the missing obligation to submit non-serious ADR 
reports by MAHs. These repercussions should be always considered, 
until the EudraVigilance database will not be fully functional.
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