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. MedDRA in the EU

+ A Three events in May 2004 with major
Impact on ereporting:

¢ EU Enlargement

= e Implementation of Directive 2001/20/EC

related to Clinical Trials conducted In the
EU

e Publication of new Community
Legislation in the Pharmaceutical Sector




l.a The Enlarged European Uni
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l.a From

Austria
Belgium
Cyprus
Czech Republic
Denmark
Estonia
Germany
Greece
Finland
France
Hungary
Ireland

ez1\Y,

Latvia

Lithuania
Luxembourg
Malta

Poland

Portugal
Slovakia
Slovenia

Spain

Sweden

The Netherlands
United Kingdom

15 to 25 Member Stat

Il B




l.aThe Enlarged European Unio

* A All new Member States represented in the
EudraVigilance Implementation Groups, the fora
* to discuss implementation questions regarding e
reporting and related ICH standards, including

* MedDRA, with pharmaceutical industry.

A Preparation of an integrated EU implementation
plan to launch the electronic reporting in a
stepwise approach.

A All new Member States connected to the
EudraVigilance Gateway.




l.aThe Enlarged European Unio

*

*

R4

A New Member States will use MedDRA for
reporting purposes.

A MedDRA translations will need to be
addressed.

¢ 10 new Community languages
A European Commission is collecting request
regarding possible translation support.



| . b The OCI 1 ni c e
omeh
2001/20/EC

* A As of 1 May 2004 start of the
¢ Electronic data exchange and management

* ICSRs related to suspected unexpected seri
adverse reactions (SUSARS) in the frame of

* clinical trials conducted in the EU in line with
Directive 2001/20/EC and the implementing
texts.

¢ Use of MedDRA LLTs in the latest version
(following the MedDRA policy on version
control) for all E2B(M) applicable fields
Including test names (11 E2B(M) data
elements).



I.b The OCI 1 ni ca
2001/20/EC

A Release of the EudraVigilance Clinical Trial
(EVCT) Module:

e New user community to include commercial
N and non commercial sponsors.

¢ Provision of ereporting tools to academics anc
other interested parties based on EVWEB.

¢ Extension of the EudraVigilance Medicinal
Product Dictionary (EVMPD) to include
Investigational Medicinal Products.




| .b The O6CIli1Ini ca
2001/20/EC

A Special EVWEB licensing policy was approved
* the MedDRA Management Board in May 2004 tc

support the use of MedDRA by n@mommercial
SpoNsors.

A Definition of a noacommercial trial based on
Directive 2001/20/EC.




| .b The O6CIli1Ini ca
2001/20/EC

A A non-commercial clinical trial is defined as a trie
* ¢ conducted by a neoommercial organisation

¢ with no industry sponsor that is not part of the
development programme for a marketing
authorisation of a medicinal product; or,

¢ If potentially leading to a marketing
application, where the holder of the intellectue
property / patent is a ndor profit organisation.
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I.b The O6CI|I i1 ni ca

-

2001/20/EC

A Funding for the trial in the form of an educationa
unrestricted grant for administrative support,

e providing the funds do not exceed 10% of the
cost of the trial, or

¢ where drug Is provided free by a company, thi
does not disqualify a trial from being classifiec
as norcommercial.
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| .b The O6CIli1Ini ca
2001/20/EC

* A EVWEB low revenueMedDRA subscriptiorrates
negotiatedbetweenthe EMEA andthe MedDRA
MSSO on behalf of Small and Medium Size
Enterprises (SMES) Is extended to non
commerciaklinical trials.

A All the provisions of the original agreement
would apply to this extensionwith the exception
of thedefinitionto qualify for a SMESs
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| .b The O6CIli1Ini ca
2001/20/EC

x| A Up to 100 reports per year to be reported to
EudraVigilance EVWEDB subscriptions waived

A If more than 100 reports per year are to be
* reported to EudraVigilance, the EVWEB
subscriptiorrateof $1000(US) will apply:.

A SUSAR reports transmitted via EVWEB to
National Competent Authorities and Ethics
Committeesarenot counted
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l.c The New Community Legislatio

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

* aying down Community procedures for the
authorisation and supervision of medicinal
* products for human and veterinary use and

establishing a European Medicines Agency.

A Directive 2004/27/EC of the European Parliamer
and of the Council of 31 March 2004 amending
Directive 2001/83/EC on the Community code
relating to medicinal products for human use
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l.c The New Community Legislatior

x Guidelines on the collection, verification and
presentation of adverse reaction reports,
X including:

A Technical requirements for electronic
exchange of pharmacovigilance information
In accordance with internationally agreed
formats,

A Internationally agreed medical terminology
(MedDRA).

Update of VOLUME 91 Notice to Marketing
Authorisation Holders: PHARMACOVIGILANCE
Medicinal Products for Human and Veterinary Use -




l.c The New Community Legislatior
Mandatory eReporting

A The marketing authorisation holder shall be
required to maintain detailed records of all
suspected adverse reactions occurring either
In the Community or in a third country.

A Save In exceptional circumstances, these
reactions shall be communicated
electronically in the form of a report In
accordance with the Community guidelines.

Implementation deadline: NOVEMBER
2005
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l.c The New Community Legislatior

Access to EudraVigilance
*

A Ensuring the dissemination of information on
X adverse reactions to medicinal products
. authorised in the Community, by means of a

database permanently accessible to all
Member States;

A Health-care professionals, marketing
authorisation holders and the public shall
have appropriate levels of access to these
databases, with personal data protection
being guaranteed.
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ll. Electronic Case Reporting in the EL

A Launched in December 2001.
*| A Establishment of EudraVigilance in the EU
\ representing the European datacessing
network and management system developed
. according to the ICH E2B(M), M1 and M2
standards.

A Successful implementation of the electronic dat:
exchange and management of Individual Case
Safety Reports (ICSRs) with pharmaceutical
companies and National Competent Authorities
(NCAS) In the postuthorisation phase of
authorised medicinal products.
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II. Electronic Case Reporting in the EU

A In the time from 1 December 2001 until 15 May
! 2004 the following data were received from

e 25 Pharmaceutical Companies:
£ 59,645 individual reports
¢ 36,430 individual cases
¢ 3 National Competent Authorities:
£ 6,298individual reports
£ 5.7/3 individual cases

A 5 National Competent Authorities are intending tc
use EudraVigilance locally (Belgium, Czech
Republic, Greece, Sweden, The Netherlands)
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I. Reporting with MedDRA

A Experience with the use of MedDRA by reporti
! organisations Is very good.

A However, some software vendors are not fully
E2(B)M compliant and do not support e.g. the
coding of indication for use in the case (B.4.k.1
Autopsy-determined cause(s) of death (B.1.9.4

A Tests/investigation of the patient (B.3.1) are no
coded by all parties with MedDRA.

A EMEA i1s working with MedDRA MSSO to
recode these terms in MedDRA (approx. 2.000
unique terms for tests).
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lll. EudraVigilance DWH Project

A EudraVigilance data warehouse (EVDWH) and
pharmacointelligence project:

* e Implementation of sophisticated analytical tool
for decision making support and data
" Interpretation focused on large volume of data

covering the whole life cycle of medicinal
products.

¢ Establishment of the EudraVigilance Data
Warehouse and Pharmacointelligence Group |
May 2003 and initiation of a pilot with experts
from NCAs and pharmaceutical industry.
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1. EudraVigilance DWH Project

Developmenbf:

x ¢ Export Transformation and Loading (ETL)
proceduresinddatanormalizationstandards

¢ DataWarehousé&tandardQueryLibrary
* e Signaldetectionrmethodologies

¢ EudraVigilanceData Warehousedatabaseand
reportgeneratioriools

¢ Duplicatedetectionrandmanagemenbols
¢ Datamining tools
£ Accessandsecuritypolicies
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1. EudraVigilance DWH Project

e MedDRA Is the key elementas part of the
* methodologydevelopmenfor signal detection,
dataanalysisandcaseassessment

* e SMQs will be integratedto supportthe data
analysis aspectsin the EU risk management
* activities

¢ EMEA will collaboratewith MedDRA MSSO
to Implement and test first SMQs In
EudraVigilance

e Appropriate MedDRA coding in line with the
MedDRA Points to Consider guideline is a
critical component to assure reliable data
output

24
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Number of Reaction Reported by SOC per
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Reactions per Anatomical Class and SOC

YARIOUS

SENS0RY ORGANS

RESPIRATORY SYSTEM

ANTIPARASITIC PRODUCTS, INSECTICIDES AND REPELLENTS

NERVOUS SYSTEM

MUSCULO-SKELETAL 5YSTEM

ANTINEOPLASTIC AND IMMUNOMODULATING AGENTS

ANTINFECTIVES FOR 5YSTEMIC LISE

SYSTEMIC HORMONAL PREPARATIONS, EXCL. SEX HORMONES
AND INSLILING

GENITO URINARY SYSTEM AND SEX HORMONES

DERMATOLOGICALS

CARDIOVASCULAR SYSTEM

BLOOD AND BLOOD FORMING DRGANS

ALIMENTARY TRACT AND METABOLISM

0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

100%

B Giood
B Card
caong
B Ear
Endo
B By
Gastr
B Genr
Hepat
B Immun
Infec
0 Injgp
[
B Metab
B usc
Meopl
[ Nery
[ Preg
Psych
I Renal
Repro
Resp
Skin
B Socci
Surg
[0 Wasc






