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Autorità regolatoria e tollerabilità dei 

farmaci: ostacolo o supporto alla 

pratica clinica?

Le posizioni espresse in questa presentazione non rappresentano 

necessariamente il punto di vista dell’EMA
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The mission of the
European Medicines Agency

is to foster scientific excellence in
the evaluation and supervision of

medicines, for the benefit of
public and animal health.

Science. Medicines. Health.
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Agenda

 European Medicine Agency  overview

 Le regole del gioco

 Il governo del rischio da farmaci

Pharmacovigilance e Risk 
Managements activities

 L’impatto delle decisioni regolatorie sulla 
pratica clinica

 Alcuni Esempi
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 From 45 years of European harmonisation

 1965: First Directive on key principles of approval

 1975: Directive on testing of human medicines

 1981: First specific veterinary medicines Directive

 1985: ’1992 Single Market’ project includes Agency

 1993: Regulation (EC) No 2309/93 adopted

 1995: Agency officially opens for business

 2004/5: Revised legislation comes into force

 2010: Celebration of 15 years of the Agency

Where does the Agency come from?

A quick history
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 Protect and promote public and animal health

 Pooling of best scientific expertise from across 
Europe for evaluation of medicines

 Facilitate availability of new medicines to 
patients

 Same product information to patients and 
healthcare professionals

 Single market for pharmaceuticals

 Benefits R&D industry

 Platform for discussion of public health issues

A European agency and medicines system:

Why?
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 ‘One system, two routes for approval’

 Centralised European route

 Mutual recognition + decentralised national routes

 Agency is the focal point of centralised procedure

 One application, one evaluation, one rapid and 
EU-wide authorisation

 No pricing or reimbursement issues

A European agency and medicines system: How?
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 More than 45 national competent authorities 
dealing with human and veterinary medicines

 Network of more than 4,900 European experts

 EU institutions: European Commission, European 
Parliament, other EU agencies (EMCDDA, EFSA, 
ECDC, Translations Centre)

 European Pharmacopoeia (Council of Europe)

 Medicines Control Laboratories Network

Our partners in Europe
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 Member States have pooled their sovereignty 
for authorisation of medicines

 The Agency is designed to coordinate the 
existing scientific resources of Member States

 It is not intended to replace national 
authorities, but to be a partner in the system

 It is a ‘virtual’ agency, providing an interface 
between all partners

 All parties linked by an IT network 
(EudraNet)

A networking Agency
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 European experts’ network underpins the work of 
the scientific committees and working parties

 Scientific competence is guaranteed by their 
nominating authority, independence and integrity 
assured by public declaration of interests

 Services are provided to the Agency on basis of a 
contract (conditions, quality and payment)
 €72m in 2010 (€ 67.4m in 2009)

National competent authorities:

Our national partners
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 The European Medicines Agency is an agency of 
the EU, not part of the European Commission

 It adopts opinions on basis of scientific criteria,  
Commission takes decisions based on that opinion

 Commission must fully justify decision when it is 
not in accordance with the Agency’s opinion

 Oversight by European Parliament and European 
Court of Auditors

European institutions
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 The Agency new tasks and 
responsibilities:

 2001: Orphan medicines (+ new committee)

 2005 & 2008: Extended mandatory scope

 2005: ‘Biosimilar’ and generic medicines

 2005: Herbal medicines (+ new committee)

 2007: Paediatric medicines (+ new committee)

 2008/2009: Advanced therapies (+ new 
committee)

 Soon: pharmacovigilance (+ new committee) 
and counterfeit medicines legislation

A dynamic and constantly changing 

Agency
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“Le regole del Gioco”

Quali sono gli standard che portano

un farmaco sul mercato Europeo?
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Valuta sulla base di studi 

di equivalenza e non su 

studi comparativi

 L’approvazione delle nuove molecole viene valutata 
sulla base della non-inferiorità ed equivalenza

 Questo tipo di studi possono non rilevare come 
significative differenze del 10-20% nell’attività di 
due farmaci

 Questi studi non sono adeguati nella rilevazione 
corretta delle reazioni avverse  
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 Se il parere preliminare del CPMP è negativo l’industria può 
ritirare la richiesta di approvazione o appellarsi

 Le informazioni che hanno portato al parere negativo o al 
ritiro della richiesta non possono essere resi pubblici 
nonostante ciò sia di estremo interesse per la salute pubblica 
(e per richieste di registrazioni in paesi extraeuropei)

Non possono essere 

divulgati i pareri negativi
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€
L’EMEA non conosce il 

prezzo dei farmaci

Non si può pronunciare 

sulla rimborsabilità

 Non tiene conto del prezzo nelle valutazioni sui farmaci
 L’EMEA lavora in un mondo ideale in cui non ci sono limiti 

economici all’introduzione di nuovi farmaci
 L’EMEA non può fare valutazioni che riguardano i processi di 

rimborsabilità dei farmaci
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Non fa ricerca in proprio per 

valutare l’attendibilità dei 

dati sottomessi

 In Europa, a differenza degli USA, manca un programma di 

studi clinici finanziati con fondi pubblici

 LôEMEA non pu¸ fare - o commissionare a terzi ïricerche che 

lôaiutino nella valutazione delle richieste di approvazione di 

farmaci
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Non può crearsi fonti 

indipendenti di 

finanziamento

 LôEMEA viene finanziata dalla Comunit¨ Europea e dai 

proventi ricevuti per ogni valutazione delle richieste di 

approvazione 

 LôEMEA compete con le Agenzie di registrazione Nazionale a 

cui le industrie possono sottomettere le loro richieste 
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 I membri dellôEMEA vengono nominati dalle autorit¨ 

Nazionali ma non vi sono dei criteri condivisi nella definizione 

della loro indipendenza da eventuali conflitti di interesse

 Non è fornito un chiaro sostegno per la realizzazione di uno 

staff che supporti i singoli membri

I criteri per la selezione 

dei membri non è 

omogenea
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Viewpoint

Adjusting Europeõs drug regulation to public health needs

THE LANCET

Silvio Garattini, Vittorio Barteleõ

 La collocazione dell’EMEA dovrebbe essere cambiata in 

modo da dipendere dal direttorato della Salute Pubblica e 

non dell’Industria

 L’approvazione dei nuovi farmaci dovrebbe prevedere una 

valutazione comparativa. E’ necessario un maggior rigore 

critico nell’approvazione dei nuovi farmaci

 L’aumentato potere delle case farmaceutiche richiede una 

controparte altrettanto forte che assicuri che i farmaci siano 

utili ai pazienti e semplicemente un’attività redditizia.

Vol 358, July 7 2001, 64-67
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Finding the right place for

Ente di 
vigilanza e 
controllo

Ente di 
salute 
pubblica

Attivita’ 
amministrativa

Valutazione 
scientifica 





Il governo del rischio da farmaci

Pharmacovigilance e Risk 
Managements activities
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What we know at the end of 

the clinical trial 

programmeé
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What happens when the drug is

used in normal practice?

What is its adverse event profile?

What we donôt know!
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 > 130 pharmaceutical products withdrawn 

worldwide in 4 decadesa,b for safety reasons

 1/3 within first 2 years of marketing

 1/2 within first 5 years

 > 100,000 deaths/yr due to AE (USA, 1994)c

Il rischio da farmaci

a Fung M. et al, Drug Information Journal 2001; 35:293-317

b Woodcock J. et al, JAMA, 1999; 281:1728-1734

c Lazarou J. et al, JAMA, 1998; 279:1200-1205
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Authorisation

Market

Surveillance

Res. Devel. Testing

New 

effects

Post-authorisation 

lessons

Variations

Pre- phv

Post - phv

RMP

Lifecycle of a Medicinal Product
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Population often excluded 

from clinical trials

• children

• elderly

• pregnant women

• certain ethnic groups

• people with 

concomitant diseases     

• cardiac disease

• renal disease

• hepatic disease

• people on concomitant 

medications



Risk identification

Risk characterisation

Risk assessmentRisk minimisation & 

communication

Measure 

effective ?

Clinical trials

Phase 1

Phase 2   

Phase 3

Phase 4

Spontaneous  

reports Literature
Epidemiological 

studies

Registries, é

RISK 

MANAGEMENT

Risk Management



EU-RMP Summary (1)
Safety specification

Identify:
What is known!

What is not known?

Safety concerns

Drug DiseaseTarget population

•Pharmacodynamics

•Pharmacokinetics

•How will it be used?

•Adverse event profile

•Class effects?

•Interactions?

•Level of confidence?

•Who was studied?

•Who wasn’t studied?

•Risk factors?

•What events can we

expect in this population?

•Natural history

•Epidemiology

•What events occur

as part of disease?

Important identified risks

Important potential risks

Important missing information



EU-RMP Summary (2)

Pharmacovigilance Plan

Safety concerns

Identify and characterise

Routine pharmacovigilance

•Collection of ADRs

•Follow-up

•Signal detection

•Analysis

•Expedited reporting

•PSURs

Additional pharmacovigilance 
activities

•Active surveillance

•Case-control studies

•Cohort studies

•Record linkage

•Drug utilisation

•Clinical trials

•Pre-clinical studies



Routine Risk Minimisation

•Legal status

•Pack size

•SPC

•Package leaflet

•Labelling

Additional Risk Minimisation

•Controlled distribution

•Educational material

•Patient alert card

•Patient monitoring card

•Training programmes

•etc

Risk minimisation Plan

EU-RMP Summary (3)

Evaluation for the need of additional risk minimisation

Safety concerns

Prevent or minimise



1175
Post- auth.

procedures

37188260
New Marketing 
Authorisations

Additional

Risk Min.

activities

RMP
Positive 
Opinions

Risk Management Plans
between 01/09/2005 ï31/07/2009
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Suspected Serious Adverse Reactions occurring in the EEA

MAH

NCA where 

reaction occurred & 

Reference/Rapporteur 

MS* 

15 days

15 days

15 days

EudraVigilance

Post-Authorisation Module

Health Care

Professionals

WW Literature

Non-

interventional 

Studies,

Internet,

Patients, etc

* as applicable 

Case Origin EEA

Data to be screened for 

expedited reporting

C:%5C..%5C..%5C..%5CDocuments%20and%20Settings%5C
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MAH

15 days

NCA(s) where medicinal 

product is authorised

15 days

EudraVigilance

Post-Authorisation Module

Suspected Serious (Unexpected) Adverse Reactions occurring outside the 

EEA 

Health Care

Professionals

WW Literature

Non-

interventional 

Studies

Internet

Patients

Solicitors

Non-EEA 

Regulators etc

Case Origin Non-EEA

Data to be screened for expedited reporting

C:%5C..%5C..%5C..%5CDocuments%20and%20Settings%5C


time frame of registrative 

trials
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Long term safety profile on chronic 

disease
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Examples of EU  PRIMARY CARE 

DATABASES 

(Longitudinal Patient Medical Records)

UK - THIN

415 GP practices

3,100,000 patients

Since 2003 all registered

FRANCE

1200 GPs / 750 specialists

2,600,000 patients

Since 1994

SPAIN

300 GPs

300,000 patients

Since 2007

BELGIUM

300 GPs

300,000 patients

Since 2005

GERMANY

500 GPs

620,000 patients

Since 2006

ITALY

700 GPs

800.000 patients

Since 2004

Courtesy of EPIC-Cegedim



Governance of new innovative medicinal products (with 

high economic burden)

Evaluate the effectiveness of drugs approved via “short” 

regulatory process

Establish the correct “place in therapy”

Better patients protection

Active pharmacovigilance 

programme
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http://www.aifa.gov.it/
http://giviti.marionegri.it/XigrisNew/ingressoXigris.aspx
../../Addis/Impostazioni%20locali/Addis/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/in_costruzione.htm
http://www.iss.it/adhd
http://aifa-neuro.agenziafarmaco.it/
http://cardiologici.agenziafarmaco.it/
http://antidiabetici.agenziafarmaco.it/
../../Addis/Impostazioni%20locali/Addis/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/in_costruzione.htm
http://iss.cineca.org/
http://www.psocare.it/
http://www.iss.it/orfa/index.php
http://antineoplastici.agenziafarmaco.it/
../../Addis/Impostazioni%20locali/Addis/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/Temporary%20Internet%20Files/Impostazioni%20locali/in_costruzione.htm


Post Approval Commitments are often 
unaccomplished!
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DDL

Type II

Variation

Withdrawal 

Suspension

Urgent 

Safety

Restriction

PROCEDURES

Change PSUR cycle

Post-Authorisation 

Commitments

Regulatory actions

ñRestrictionsò

Indication

Contraindication

Posology

Limited Supply/use 

(specialists, hospital)

ñAmendmentsò

Warning

Precautions

Laboratory 
monitoring

Side effects

6

Level and speed proportionate to the risk to Public Health



43

SPC Safety changes

4.1: Disease + target population where necessary + 
specifying age group(s)

4.2: Recommended dose(s) in general population and 
special populations

4.3 Situations where the medicinal product must not be 
given for safety reasons

4.4: The order of warnings and precautions should be 
determined by the importance of the safety 
information provided + RMP

4.5: Emphasis on the interactions which result in a 
recommendation

4.8: All adverse reactions at least possibly causally related

5.1: Statistically compelling and clinically relevant results



Some “hot topics” Psycho drugs and 

regulatory decisions 

 Sertindole and QT interval 
 (suspension and reintroduction with restrictions)

 Atypical psychotics and stroke 
 (restrictions and PI modifications)

 Antidepressants and the Risk of 
Suicidal Behaviors
 (PI modifications)
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Conclusions

 La nuova sfida degli Enti regolatori e’ quella di 
di abbandonare un modello prettamente 
difensivo per avvicinarsi ad approcci di 
valutazione dei farmaci e di governo dei rischi 
assosciati al loro uso piu’ utili al supporto della 
normale pratica clinica

 Per fare questo occorrono non solo sforzi 
(in)formativi ma nache programmi di 
monitoraggio e di verifica dell’efficienza 
dell’intervento farmacologico nella pratica 
clinica




