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Regulatory Background

% Use of MedDRA is defined in Community legislation in the
European Economic Area (EEA) for adverse reaction reporting
ted to

1Ised Medicinal Products
ation (EC) No. 726/2004

unity procedures for the authorisation and supervision
Icinal products for human and veterinary use and
hing a European Medicines Agency (centrally

Ised medicinal products)

Ive 2001/83/EC as amended

Ity Code relating to Medicinal Products for Human
ually and other nationally authorised medicinal

)
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Regulatory Background

* v"VVolume 9 Pharmacovigilance: Medicinal
Products for Human use and Veterinary

edicinal Products

se of the appropriate Low Level Terms

se of the latest version of MedDRA

Applies to reporting of
Suspected serious adverse reactions occurring within the EEA
Suspected serious unexpected adverse reactions occurring

outside the EEA
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Regulatory Background

% . Use of MedDRA is defined in Community legislation in
the European Economic Area (EEA) for adverse
lon reporting related to

tional Medicinal Products

tive 2001/20/EC

entation of good clinical practice in the
t of clinical trials on medicinal products
an use (interventional clinical trials
-1V)
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Regulatory Background

* v/ Implementing Texts (Guidance documents)
— Use of the appropriate Low Level Terms
— Use of the latest version of MedDRA

here medically appropriate, signs and symptoms
an be lumped into diagnoses

Applies to reporting of
Suspected unexpected serious adverse reactions (SUSARS)
Suspected serious adverse reactions (SARS)

Occurring within and outside the EEA

SEDIRY
ns .
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2
ICH E2B(M) Guideline applied in the EEA

% " Version 4.4.1 of 5 February 2001 and Use of
MedDRA in the EEA

* ICSR Patient Characteristics (B.1)
red info relevant medical history (B.1.7.1)

* past drug history indication (B.1.8)

ed cause(s) of death (B.1.9.2)

y-determined cause(s) of death (B.1.9.4)

nt medical history parent (B.1.10.7)

nt past drug history/parent indication (B.1.10.8)
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2
ICH E2B(M) Guideline applied in the EEA

% **ICH ICSR Section Reaction(s) (B.2)
v'Reaction in MedDRA terminology (B.2.i.1)
CH ICSR Section Drug(s) Information (B.4)
tion for use in the case (B.4.k.11)
eaction(s) recurred? (B.4.k.17.2)
Section Narrative case summary (B.5)

reclassification of reaction (B.5.3)

Section Tests and Procedures (B.3)
vestigation of the patient (B.3.1)
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el . .
Mandatory Electronic Reporting

*

= Electronic reporting of adverse reactions

=B for Small and Medium Size
ses and Non-Commercial Sponsors in

ates the use of MedDRA for adverse reaction

Ing

RA Management Board approved special
Igilance MedDRA Licensing policy
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© 1995-2005 EMEA DRUG INFORMATION ASSOCIATION




EudraVigilance MedDRA Licensing Policy

= EudraVigilance Fee Waiver MedDRA subscription Is
available:

anisations that are going to use EVWEB for
eaction reporting to NCAs in the EEA and the

sations that qualify as:
| or Micro Enterprise

ors of non-commercial clinical trials
cted in the EEA

umber of ICSRs as a criterion to qualify for a
ce Fee Waiver MedDRA subscription
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SMEs MedDRA Licensing Policy

*  Enterprise  Turnover or Balance sheet
category total

1zed <€ 50 million <€ 43 million

<€ 10 million <€ 10 million

<€ 2 million <€ 2 million
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MA
- EudraVigilance and MedDRA

x EMEA follows the MedDRA® MSSO’s

= Recommendations for Single Case Reporting using Semi-
Version Control

Ing should be done using the most recently
ersion of MedDRA

on number of the MedDRA release used to code
should be included in all reports

rsion of MedDRA should become the reporting
the first Monday of the second month after it is
.. midnight GMT, Sunday to Monday, for the

r
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EudraVigilance and MedDRA

% EMEA supports the MedDRA® MSSO’s

= Recommendations for MedDRA Implementation and
sioning for Clinical Trials (Option 5 and 6)

eeze version at the beginning of each trial within
optionally re-code data with the latest version at
n of the trial

ut the data utilizing the most recent version of

e-code the trial data for all trials in a project on an
S with the most recent version of MedDRA
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EudraVigilance and MedDRA

+ EMEA supports since January 2005 the MedDRA®
MSSO’s

endations for the Implementation of
Supplemental Terms

mental Terms are accepted

Harmonised Versioning Policy required
for Supplemental Terms

AN 4 | [ g
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EudraVigilance and MedDRA

*x I he main emphasis on the use of MedDRA In
line with E2B(M) Is put on data analysis

* most of the scientific queries are based
A

* MQs have been tested and will be
d in EudraVigilance

roportional Reporting Ratio (PRR) and
ction In EudraVigilance
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*

Main Factors

= PRR — Proportional Reporting Ratio
x fidence interval for PRR
o[VEILS
f Cases/Reactions
lied at different levels of MedDRA

*

»
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Contingency Table
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Proportional Reporting Ratio

The PRR for the reaction R with the




Confidence Interval for PRR

The 95% CI for the PRR is calculated
Ing:
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CHI Square Test

Using the hypothesis that the value
c,d are independent the Chi”2
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Number of Cases

he number of cases for which a
ction occurred for a specific
used
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Conditions for a Potential Signal

*

There are no universally accepted
* define a signal but many
S

! le:

% bound on PRR>1 and #Cases>3

hisquare>4 and #Cases>3
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Signal Detection Methodologies
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Signal Detection Methodologies
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Routine Listings for High Level
X Case Review

Drug Substance Name: Active X Print Run: 03/05/2005 - 14/05/200¢
Product Names: Product XX

*r Non-EU: EU: PRR:
NS\ Old Fatal| New O0Old Fatal

_*r 1 8 2 | O 5 0 0.44 (0.26-0.74)
0 0 0 | 1 1 0 1.66 (0.42-6.7)

0 0 0 | 1 0 0 0.49 (0.07-3.51)

0 0 0 | 1 0 0 3.27 (0.46-23.4¢

0 2 0 | 1 4 0 e e [ e S S S

0 0 0 | 1 1 0 1.87 (0.47-7.54)

0 1 1 —z 5 0 et SRS (NN RS U], -7 )
tion 1k 5 | 0 0 2.03 (0.84-4.9)
4 | SR 1)

6 3 1L % RUOsS .
RS ®
o
5.9
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*

Summary Prints

= Prints are split to reflect EU and Non-EU data

normally are produced for active ingredient
re produced for specific products

al reporting ratio (PRR)

Upper 95% confidence intervals
received between defined period
ases received for the same reaction

reflected as MedDRA PTs and grouped
MedDRA SOC
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ICH E2B(R) and MedDRA

* = Step 2 reached in Brussels in May 2005
n the EU end of consultation period in September

fields capture the term at LLT level

RA version at case level (ICSR)

r Test Names

r guidance in E2B(R) on the use of MedDRA
(code and version) from event block deleted
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EMEA and MedDRA MSSQO Collaboration

* = Collaboration in the following areas:
¢ Recoding of test names

Ity and the use of MedDRA (comparison
A LLT coding with terms as reported by
urce, data privacy and confidentiality
account)

on frequency of MedDRA terms used in

/2>
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Frequency of MedDRA Terms by SOC

d. Number of Adverse Reactions Reported by SOC

Blood and lymphatic svstem disorders Blood

Cardiac dizorders Card

Congenital, familial and genetic dizorders Cong

Ear and labyrinth disorders Ear

Endocrine dizarders Endo

Eye disorders Eye

Gastrointestingl disorders Gastr

General disorders and administration site conditions Genrl

Hepatobiliary dizorders Hepat

Immune =ystem dizorders Immun

Infections and infestations Infec

Injury, poizoning and procedural complications Inj&P
Investigations Iy 46,671

fetatalism and nutrition disorders Metab

fusculoskeletal and connective tissue disarders Musc

Meoplasms benign, malignant and unspecified (incl cysts and polyps) Meopl

Mervious system dizorders Mery

Pregnancy, puerperium and perinatal conditions Preg

P=sychiatric dizorders Paych

Renal and urinary dizorders Renal

Reproductive system and breast dizorders Repro

Respiratory, thoracic and medisstingl dizorders Resp

Skin and subcutaneous tizsue dizorders Skin

Social circumstances SocCi

surgical and medical procedures Surg

“ascular disorders YWasc
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*

Further Information

= \\Web Sites:

./[pharmacos.eudra.org
dravigilance.emea.eu.int

udravigilance@emea.eu.int
abine.brosch@emea.eu.int
llance Helpline:

44 (0) 207 523 7077
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* = EEA:  European Economic Area

Acronyms

= EVVWEB: EudraVigilance Web Application
ndividual Case Safety Reports
ational Competent Authorities
roportional Reporting Ration

mall and Medium Size Enterprises

*

*
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Questions
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