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New Community Legislation: Pre-

Authorisation Phase

 Directive 2001/20/EC of the European Parliament 

and of the Council of 4 April 2005 

 Refers to the approximation of the laws, regulations 
and administrative provisions of the Member States 
relating to the implementation of good clinical practice 
in the conduct of clinical trials on medicinal products 
for human use 
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New Community Legislation: Pre-

Authorisation Phase

 Detailed guidance on the European database of 

Suspected Unexpected Serious Adverse Reactions 

(EudraVigilance – Clinical Trial Module) ENTR CT 4 

Revision 1 April 2004

 Detailed guidance on the European clinical trials database 

(EUDRACT Database) ENTR CT 5  April 2003 as 

amended

 Detailed guidance on the collection, verification and 

presentation of adverse reaction reports arising from 

clinical trials on medicinal products for human use ENTR 

CT 3 Revision 2 April 2006
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New Community Legislation: Pre-

Authorisation Phase

 Use of MedDRA for reporting of Suspected 

Unexpected Serious Adverse Reactions 

(SUSARs):

 The current version of MedDRA or the previous 

one should be used for the coding of adverse 

reaction terms

 Lowest Level Terms should be used 

 Where medically appropriate, signs and symptoms 

can be lumped into diagnoses

 MedDRA integrated in EudraCT database 
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New Community Legislation: Post-

Authorisation Phase 

 Directive 2001/83/EC of the European Parliament 
and of the Council of 6 November 2001 as 
amended 

 Addresses the Community code relating to medicinal 

products for human use

 Regulation (EC) No 726/2004 of the European 
Parliament and of the Council of 31 March 2004

 Lays down Community procedures for the authorisation 
and supervision of medicinal products for human and 
veterinary use and establishing a European Medicines 
Agency 



© 1995-2006 EMEA 6

New Community Legislation: Post-

Authorisation Phase

 Volume 9A of the Rules Governing Medicinal Products in 
the European Union and Guidelines on 
Pharmacovigilance for Medicinal Products for Human Use

 The collection, verification and presentation of adverse 
reaction reports to facilitate the exchange of information 
about human pharmacovigilance within the Community 

 Technical requirements for the electronic exchange of 
pharmacovigilance information in accordance with 
internationally agreed format 

 The use of an internationally agreed medical terminology 
(MedDRA) 
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E-Reporting Requirements in the 

Pre-Authorisation Phase

 Applicable to sponsors for all interventional 

clinical trials as of May 2004 

 All Suspected Unexpected Serious Adverse 

Reactions (SUSARs)  are reportable electronically

 Sponsors to report to

 Concerned Member State(s)

 Concerned Ethics Committees

 EudraVigilance Clinical Trial Module (EVCTM) 

at the EMEA
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 6168 distinct clinical trials recorded in EudraCT

 11086 clinical trial applications to individual 

Member States

 81% commercial sponsors

 18% non-commercial sponsors

 1% Not Specified

Current Implementation Status
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Current Implementation Status
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E-Reporting Requirements in the 

Post-Authorisation Phase

 Mandatory e-reporting of ICSRs

 As of 20 November 2005 for all medicinal products 
authorised in the EEA, independent of the 
authorisation procedure

 Definition of exceptional circumstances that 
prevent electronic reporting 

 Mechanical, program, electronic or communication 
failure

 Fall-back procedures to maintain expedited 
reporting compliance are established 
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 162 MAHs are reporting to EVPM (mainly 

through company HQs at EEA level)

 34 MAHs have been approved by the EMEA to 

initiate e-reporting to EudraVigilance

 9 MAHs are currently testing with the EMEA

Current Implementation Status
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 24 NCAs are approved for e-reporting to 

EudraVigilance 

 1NCA (Liechtenstein) has special e-reporting 

arrangements in place

 Many NCAs receive small numbers of ICSRs 

per year, therefore they do not necessarily 

report ICSRs every month

Current Implementation Status
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Current Implementation Status
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Current Implementation Status
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• Release of the EudraVigilance Data Analysis System 

o New tool to support statistical signal detection and data analysis in the EEA

o Draft Guideline on the Use of Statistical Signal Detection Methods in the 

EudraVigilance Data Analysis System currently under discussion within 

EMEA Scientific Committees 

o National Competent Authorities, EMEA and European Commission have 

access to all data available 

o New Community legislation will allow for ‘appropriate*’ levels of access to:

– Marketing Authorisation Holders 

– Health Care Professionals 

– Public  

* Ensuring personal data protection

New Developments
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Integrate data from all EudraVigilance source systems 

and MedDRA terminology 

Consolidate and  clean data (‘data normalisation’)

Preserve historical data for data analysis 

A Database to:

Support case review and data analysis in pharmacovigilance

EudraVigilance Data Warehouse
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EudraVigilance 

Data Warehouse

Data Analysis

Data Collection – Source systems

Adverse Reactions (ICSRs)

MedDRA and other standard terminologies

Medicinal Products (EVMPD)

Users and Organisations

ETL
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Transform, clean, normalise and consolidate the data

Load and populate the data in the Data Warehouse 

Extract data from the EudraVigilance source systems

The ETL Process

Transform: i.e.  transform data to simplify queries (transform birth dates to age)

Clean: i.e. recoding medicinal product information as reported in ICSRs

Normalise: i.e. normalise measurements and measurement units 

Consolidate: i.e. define time ranges as applicable for the data 

EudraVigilance Data Warehouse
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EudraVigilance Data Warehouse

Patient Age

Reactions (MedDRA)

SOC HLGT HLT PT

Adverse Drug Reactions

Medicinal Products (EVMPD)

Reported Medicinal Product

Recoded Medicinal Product

Scientific Composition

Age Years

Age Groups

Facts and Dimensions
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The EudraVigilance Analysis System

User Interface for Data Analysis and Use of Statistical Signal 

Detection Methods in Pharmacovigilance 

Standard Query Library to perform data analysis and statistical queries 

Exploratory Data Analysis including options to perform queries on 

previous query results  

Obtain information on the query (e.g. restrictions applied)  

Format data grids and graphs and pivot results 

Data export functionalities  
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The EudraVigilance Analysis System

Internet application accessible to all the ‘EudraVigilance Users’ 

after appropriate training

National Competent Authorities, EMEA and European Commission 

have access to all data available

New Community legislation will allow for ‘appropriate*’ levels of 

access to:

-Marketing Authorisation Holders 

-Health Care Professionals 

-Public  

* Ensuring personal data protection



© 1995-2006 EMEA 22

The EudraVigilance Standard Query Library 

Some examples…

The EudraVigilance Analysis System
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Administrative Queries – 15 day expedited reporting compliance
Marketing Authorisation Holders – Post Authorisation Module  (01 May 06– 31 May 06)
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PharmacoVigilance Queries – Medicinal Product/Adverse Reaction Report
Paracetamol – Standardised MedDRA Query
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Administrative Queries – Number of Cases by Age and MedDRA SOC
Paracetamol – Reaction MedDRA SOC = Cardiac Disorders
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The EudraVigilance Standard Query Template 
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The EudraVigilance Standard Query Template 
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EudraVigilance Standard Query Template

Reaction HLGT

Scientific Composition

Numb. Adverse Reactions

Where age group = Adult

Medicinal Product Level

Calculation

Adverse Reaction Level

Filter
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EudraVigilance Standard Query Template
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Signal Detection based on Statistical Methods 

Implementation of calculations to support statistical 

signal detection: Approach to prioritise case review 

Proportional Reporting Ratio (PRR)

95% PRR Confidence Interval

2 
(Chi Square Test)

All potential statistical signals are medically evaluated based 

on the complete case information including case narratives 

Draft Guideline on the Use of Statistical Signal Detection Methods

in the EudraVigilance Data Analysis System currently under 

discussion within EMEA Scientific Committees
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Signal Detection based on Statistical Methods

Confidence Interval

Threshold

Possible Signal

PRR
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Exploratory Data Analysis

PRR Monitor

Possible Signal
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Exploratory Data Analysis

Drill to “Line Listing”

CIOMS
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Exploratory Data Analysis Drill to “CIOMS”
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The EudraVigilance Information Delivery System

Run specific queries for medicinal products on routine basis

Used to deliver information directly to interested parties:

Rapporteurs, Co-Rapporteurs, Reference Member State

EMEA Pharmacovigilance Sector  

Qualified Person Responsible Person for Pharmacovigilance (QP of MAH) in next stage  

Different ‘information templates’ are available 
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The EudraVigilance Information Delivery System
Reaction Monitoring Report
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Thank You

E-mail: 

sabine.brosch@emea.eu.int

eudravigilance@emea.eu.int

EudraVigilance Helpline:

+44 (0) 207 523 7077


