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ABSTRACT

Introduction: Spontaneous reporting of adverse drug reactions (ADRs) is the basis of pharmacovigilance.
In fact, ADRs are associated with a high degree of morbidity and mortality. However, underreporting by all
healthcare professionals remains the major problem in Italy and in the rest of the world. The dissemination
of pharmacovigilance knowledge among ltalian healthcare professionals, and the new pharmacovigilance
regulations may promote the early detection and reporting of ADRs. This review examines the legislative
framework concerning the pharmacovigilance in Italy. Materials and Methods: The information was collected
from scientific articles and the websites of the Italian Ministry of Health and the Italian Medicines Agency
(Agenzia ltaliana del Farmaco, AIFA). Results: The pharmacovigilance system, both in Italy and Europe,
has undergone profound changes. European legislation on pharmacovigilance has been changed in 2010
according to the EU Regulation 1235/2010 and Directive 2010/84/EU. Basically, the changes tend to increase
the efficiency, speed and transparency of pharmacovigilance activities. The new Regulation (1235/2010) and
the Directive (2010/84/EU) aim to strengthen the system of pharmacovigilance, establish more precisely
who is obliged to do what, and allow faster and easier circulation and retrieval of information about ADRs.
Conclusion: A greater knowledge on what is the Italian pharmacovigilance legislation will be useful to improve
the status of ADRs reporting and spread the culture of spontaneous reporting.
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INTRODUCTION

The information gathered during pre-marketing drug
development is inevitably incomplete with regard to possible
adverse reactions. This is mainly due to:!!
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*  Animal testing is insufficient to predict human safety;

e Patients enrolled in clinical trials are selected and limited
in number;

e The conditions of use are different from those in clinical
practice;

*  The period of testing is limited.

Clinical trials often lack important information about rare
but serious adverse reactions, chronic toxicity, use in special
groups (such as children, women, elderly or pregnant) or
interactions with other drugs.!"! Therefore, post-marketing
surveillance activities are important to allow the early detection
of unexpected and/or serious adverse reactions.'! ADRs occur
frequently and lead to a significant number of deaths each year.™

Address for correspondence:

Emilio Russo, Chair of Pharmacology; Department of Science of Health, School of Medicine, University of Catanzaro, Via T. Campanella, 115;

88100 Catanzaro, ltaly.
E-mail: erusso@unicz.it

S20

Journal of Pharmacology and Pharmacotherapeutics | December 2013 | Vol 4 | Supplement 1



Mazzitello, et al.: Pharmacovigilance in Italy

It is estimated that only 6-10% of all ADRs are reported:
This underestimation is a major problem.B! Although the
extent of under-reporting is widely variable depending on
the estimates, it is certain that the number of reported ADRs
represents only a small percentage of the total number of
occurring ADRs.™ ADRs have a great impact on public
health and represent a significant economic burden on both
healthcare systems and society.?) In fact, it is estimated
that in the United States, the total cost of ADRs may be
comparable to that of diabetes, as well as it represents the
fourth leading cause of death by disease.>*'In the European
Union (EU), it is estimated that 5% of all hospital admissions
are due to ADRs, which are the fifth leading cause of hospital
death: Approximately 197,000 deaths per year in the EU are
caused by ADRs, and the total cost to the society of ADRs
in the EU is about € 79 billion.[™

Based on these alarming data, on July 21" 2012, a new EU
pharmacovigilance legislation came into force in order to
strengthen and rationalize the EU pharmacovigilance system,
with the overall objectives of better protection of public
health, ensuring proper functioning of the internal market and
simplifying the existing procedures.!”

History and definitions

Pharmacovigilance was officially born in December 1961
with the publication of a letter (case report) in the Lancet
by W. McBride, the Australian doctor who first suspected a
causal link between serious fetal deformities (phocomelia)
and thalidomide drug used during pregnancy: Thalidomide
was used as an antiemetic and sedative agent in pregnant
women.!?

In 1968, the World Health Organization (WHO) promoted
the “Programme for International Drug Monitoring”, a pilot
project aimed to the centralization of world data on ADRs.
In particular, the main aim of the “WHO Programme” is
to identify the earliest possible pharmacovigilance signals.
Italy joined this international program in 1975.1 As of April
2013, 112 countries have joined the WHO Programme for
International Drug Monitoring, and in addition 32 ‘associate
members’ are awaiting full membership [Table 1].!2!

All member countries contribute sending at least quarterly
individual case safety reports (ICSRs) to the WHO Global
ICSR Database System, named VigiBase™. It is updated with
incoming ICSRs on a continuous basis.

The WHO worldwide database of ADRs is located in Uppsala
in Sweden, and it is developed and maintained by the Uppsala
Monitoring Center for Pharmacovigilance (UMC) on behalf of
the WHO.By April 2013 over 8 million reports were contained
in the database.['?

The term pharmacovigilance was proposed in the mid-70s by
a French group of pharmacologists and toxicologists to define
the activities promoting “The assessment of the risk of side
effects potentially associated with drug treatment”.!'*!

Pharmacovigilance is defined by the WHO as “the science and
activities relating to the detection, assessment, understanding
and prevention of adverse effects, or any other problem in the
field of medicine”.!"' The monitoring of spontaneous suspected
ADRs reports represents the key component of the integrated
systems of pharmacovigilance.!'¥

Pharmacovigilance has four main objectives:']

1. Recognize, as quickly as possible, new ADRs;

2. Improve and increase the information about already known
or suspected ADRs;

3. Assess the benefits of a drug compared to other ones or
other therapies;

4. Communicate the information in order to improve the
therapeutic practice.

The main aim of pharmacovigilance is to provide an
alarm signal through the early detection of new ADRs.P!
In pharmacovigilance a signal of suspected causality is
defined as follows: “Information that arises from one or
multiple sources, including observations and experiments,
which suggests a new potentially causal association, or a
new aspect of a known association, between an intervention
and an event or set of related events, either adverse or
beneficial,which would command regulatory, societal
or clinical attention, and is judged to be of sufficient
likelihood to justify verifiable and, when necessary,
remedial actions”.l'¢!7]

Following signal, subsequent ‘ad hoc’ studies will be
performed to test this hypothesis and possibly provide
additional information, not achievable through spontaneous
reporting systems, such as the incidence and relative risk for
evaluated ADRs.['%2% The purpose of ADRs monitoring is to
ensure safe and effective products to the patients.["

The main limitations of spontaneous reporting are related to
under-reporting, variable quality of the reported data and lack
of information on drug exposure.l*!

Pharmacovigilance in the world

There are differences between countries (and also between
regions within countries) in the occurrence of ADRs and other
drug-related problems. This may be due to many factors such
as:

1. Disease and prescribing practices;

2. Genetics, diet, traditions of the communities;

3. Processes of drugs’ production influencing the quality of

the pharmaceutical composition;
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Table 1: Countries participating in the WHO Programme for International Drug Monitoring, with year

of joining*!'?

Official Member Countries (112)

Andorra 2008
Argentina 1994
Armenia 2001
Australia 1968
Austria 1991
Barbados 2008
Belarus 2006
Belgium 1977
Benin 2011
Botswana 2009
Brazil 2001

Brunei Darussalam 2005
Bulgaria 1975
Burkina Faso 2010
Cambodia 2012
Cameroon 2010
Canada 1968
Cape Verde 2012
Chile 1996

China 1998
Colombia 2004
Dem Rep of Congo 2010
Costa Rica 1991
Céte d’lvoire 2010
Croatia 1992
Cuba 1994

Cyprus 2000
Czech Republic 1992
Denmark 1971
Egypt 2001

Eritrea 2012
Estonia 1998
Ethiopia 2008

Fiji 1999

Finland 1974
France 1986

Greece 1990
Guatemala 2002
Hungary 1990
Iceland 1990
India 1998
Indonesia 1990
Islamic Republic of Iran 1998
Iraq 2010

Ireland 1968
Israel 1973

ltaly 1975
Jamaica 2012
Japan 1972
Jordan 2002
Kazakhstan 2008
Kenya 2010
Republic of Korea 1992
Kyrgyzstan 2003
Latvia 2002
Liberia 2013
Lithuania 2005

The Former Yugoslav Republic of Macedonia 2000

Madagascar 2009
Malaysia 1990
Mali 2011

Malta 2004

Mexico 1999
Republic of Moldova 2003
Montenegro 2009
Morocco 1992
Mozambique 2005
Namibia 2008
Nepal 2006
Netherlands 1968
New Zealand 1968

Norway 1971
Oman 1995

Peru 2002
Philippines 1995
Poland 1972
Portugal 1993

Romania 1976
Russian Federation 1998

Saudi Arabia 2009
Senegal 2009
Serbia 2000
Sierra Leone 2008
Singapore 1993
Slovakia 1993
Slovenia 2010
South Africa 1992
Spain 1984

Sri Lanka 2000
Sudan 2008
Suriname 2007
Sweden 1968
Switzerland 1991

United Republic of Tanzania 1993
Thailand 1984

Togo 2007

Tunisia 1993

Turkey 1987

Uganda 2007
Ukraine 2002

United Kingdom 1968
Uruguay 2001

U.S.A. 1968
Uzbekistan 2006
Venezuela 1995
Vietnam 1999

Germany 1968 Niger 2012 Zambia 2010

Ghana 2001 Nigeria 2004 Zimbabwe 1998
Associate Members (32)

Albania Burundi Pakistan

Algeria Dominica Panama

Angola Gambia Papua New Guinea

Anguilla Georgia Rwanda

Antigua and Barbuda Grenada Saint Kitts and Nevis

Azerbaijan Guinea Saint Lucia

Bahrain

Bhutan

Bolivia

Bosnia and Herzegovina
British Virgin Islands

Guinea-Bissau
Maldives
Mauritius
Mongolia
Montserrat

Saint Vincent and the Grenadines
Syrian Arab Republic

United Arab Emirates

Zanzibar

*WHO Programme members page last updated 25 April 2013
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4. Drugs distribution and use including indications, doses
and availability;?

5. The use of traditional medicines and supplements (for
example, herbal remedies), which may constitute specific
toxicological problems.['>*! The data resulting from the
whole country or single region may have greater relevance
and educational value and may affect the national
regulations.

According to the circumstances, the information obtained in a
country (for example, the country of origin of the drug) may
not be relevant in other ones."

Pharmacovigilance in Europe

At European level, government agencies responsible for

pharmacovigilance in Member States are in contact with

each other and with the European Medicines Agency

(EMA).[''y EM A has established a web-based European network

(EudraVigilance) for reporting andexchangingsuspected

ADRs reports, during the development (pre-authorization

phase) and following the marketing a-authorization (post-

authorization phase) of medicinal products in the European

Economic Area. EudraVigilance is an European database,

which supports:32¢]

1. The early detection of possible safety signals associated
with medicinal products for human use.

2. The continual monitoring and evaluation of potential
safety issues in relation to reported adverse reactions.

3. The decision making process, based on a broader
knowledge of the adverse reaction profile of medicinal
products.

Pharmacovigilance in Italy

In the early 80’s, the Italian rules on the safety of marketed
drugs identified the manufacturers as responsible for the
communication to the Ministry of Health about possible
drug-related adverse effects. In fact, in 1980, in Italy, the
marketing-authorization holders were required to transmit
to the Ministry of Health a periodical report in which they
must specify the nature and frequency of any toxic effects
and secondary consequences or correlated with drugs use.”

According to the Ministerial Decree (DM) of June 23, 1981,
(Article 8) and the DM of July 28", 1984, the data collection
forms on drugs use had to be filled in by physicians and
collected by companies through sales representatives. Doctors
could also decide to send the form directly to the Ministry
of Health.?*?) In 1987, two major changes occurred: The
term Pharmacovigilance appeared and the local health units
were involved.?" Since then, the doctors were required to
notify the local health units, which, in turn, communicated
to the Ministry information about the most serious cases and
deaths.B In 1997, the National System of Pharmacovigilance
was established.!

By the Legislative Decree of April 8", 2003, n. 95 was
clarified that the detectors can be doctors and healthcare
professionals, who may report suspected serious or unexpected
adverse reactions to vaccines and drugs undergoing intensive
monitoring.*? In December 2003, a new pharmacovigilance
form was approved and is still currently in use [Form 1].533

With the Legislative Decree no. 219 24/04/2006 - artt. 129-
134 regions began to provide, within its competences, the
dissemination of information to healthcare personnel and the
training of operators in the field of pharmacovigilance. Regions
can avail themselves of specific pharmacovigilance centers for
their activities.??¥

In 2006, obligations on facilities and healthcare providers
were defined. The healthcaresettings must nominate a qualified
person responsible for pharmacovigilance (QPPV) for ADRs
reports management.>

Physicians and other healthcare professionals are required to
report all suspected serious and/or unexpected ADRs, which
they learn as part of their activity. They are in duty bound
to report all suspected adverse reactions, serious, not serious,
expected and unexpected from all vaccines and medicines
under intensive monitoring.?> All healthcare professionals
are required to send reports of suspected adverse reactions by
means of the appropriate form, promptly, to QPPV.**! Upon
verifying completeness and consistency of the reporting form
data,the RAFV must store the report, no later than seven
days from the date of receipt, in the database of the National
Pharmacovigilance Network.!

The national pharmacovigilance system is headed by the
Italian Medicines Agency (Agenzia Italiana del Farmaco,
AIFA), acting in accordance with the rules laid down at
EU level by the EMA. The AIFA is the national authority
responsible for drugs regulation in Italy. It is a public body
that operates autonomously, transparently and according
to cost-effectiveness criteria, under the direction of the
Ministry of Health and under the supervision of the Ministry
of Health and the Ministry of Economy. AIFA collaborates
with the regions, the National Institute of Health, Research
Institutes, Patients’ Associations, Healthcare Professionals,
Scientific Societies, the Pharmaceutical Industry and the
Distributors.[!!

Specifically, the Agency:!'®!

*  Guarantees access to the drugs and their safe and
appropriate use in order to protect public health;

*  Provides an unified national pharmaceutical system in
agreement with the Regions;

»  Provides pharmaceutical expenditure governance in the
context of economic and financial compatibility and
competitiveness of the pharmaceutical industry;
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SCHEDA UNICA DI SEGNALAZIONE DI SOSPETTA REAZIONE AVVERSA (ADR)

(da compilarsi a cura dei medici o degli altri operatori sanitari e da inviare al Responsabile di farmacovigilanza della struttura sanitaria di appartenenza)

1. INIZIALI DEL 2. DATA DI NASCITA 3.SESSO 4. DATA INSORGENZA REAZIONE | 5. ORIGINE ETNICA CODICE SEGNALAZIONE
PAZIENTE
6. DESCRIZIONE DELLA REAZIONE ED EVENTUALE DIAGNOSI*  * Se il segnalatore é un medico 7. GRAVITA' DELLA REAZIONE:

O GRAVE

O DECESSO

[0 OSPEDALIZZAZIONE O PROLUNGAMENTO OSPED.
O INVALIDITA' GRAVE O PERMANENTE

O HA MESSO IN PERICOLO DI VITA

0 ANOMALIE CONGENITE/ DEFICIT NEL NEONATO

Q NON GRAVE
8. EVENTUALI ESAMI DI LABORATORIO RILEVANTI PER ADR: riportare risultati e date in cui gli 9. ESITO
accertamenti sono stati eseguiti O RISOLUZIONE COMPLETA ADRIL _/_/__

O RISOLUZIONE CON POSTUMI

O MIGLIORAMENTO

{ REAZIONE INVARIATA O PEGGIORATA
O DECESSOIL _/_/

O dovuto alla reazione avversa
O il farmaco pud avere contribuito
O non dovuto al farmaco
O causa sconosciuta

O NON DISPONIBILE

10. AZIONI INTRAPRESE: specificare In caso di sospensione compilare i campi da 16 a 19

INFORMAZIONI SUL FARMACO

11. FARMACO(l) SOSPETTO (l) nome della specialita medicinale*

A) 12.LOTTO, 13. DOSAGGIO/DIE
14. VIA DI SOMMINISTRAZIONE 15. DURATA DELL'USO: DAL AL
B) 12.LOTTO 13. DOSAGGIO/DIE
14. VIA DI SOMMINISTRAZIONE 15. DURATA DELL'USO: DAL AL
C) 12. LOTTO 13. DOSAGGIO/DIE
14. VIA DI SOMMINISTRAZIONE 15. DURATA DELL'USO: DAL AL

* Nel caso di vaccini specificare anche il numero di dosi e/o di richiamo e I’ora della somministrazione

16. IL FARMACO E’ STATO SOSPESO? A:si/no B:si/no c:si/no
17. LA REAZIONE E' MIGLIORATA DOPO LA SOSPENSIONE? A:si/no B:si/no c:si/no
18. IL FARMACO E’ STATO RIPRESO? A:si/no B:si/no c:si/no
19. SONO RICOMPARSI | SINTOMI DOPO LA RISOMMINISTRAZIONE? A:si/no B:si/no c:si/no

20. INDICAZIONI O ALTRO MOTIVO PER CUI IL FARMACO E STATO USATO:
A:
B:
C:

21. FARMACO(l) CONCOMITANTE(I), DOSAGGIO, VIA DI SOMMINISTRAZIONE, DURATA DEL TRATTAMENTO

22. USO CONCOMITANTE DI ALTRI PRODOTTI A BASE DI PIANTE OFFICINALI, OMEOPATICI, INTEGRATORI ALIMENTARI, ECC. (specificare):

23. CONDIZIONI CONCOMITANTI PREDISPONENTI (se il farmaco sospetto e un vaccino riportare I'anamnesi ed eventuali vaccini somministrati nelle 4 settimane
precedenti alla somministrazione)

INFORMAZIONI SUL SEGNALATORE

24. QUALIFICA DEL SEGNALATORE 25. DATI DEL SEGNALATORE

O MEDICO DI MEDICINA GENERALE| O PEDIATRA DI LIBERA SCELTA | NOME E COGNOME

0 MEDICO OSPEDALIERO 0O FARMACISTA INDIRIZZO
O SPECIALISTA 0 ALTRO TEL E FAX E-MAIL
26. DATA DI COMPILAZIONE 27. FIRMA DEL SEGNALATORE
28. CODICE ASL 29. FIRMA DEL RESPONSABILE DI FARMACOVIGILANZA

Form 1: ADR Reporting Form
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*  Ensures innovation, efficiency and simplification of the
marketing authorization procedures, in order to allow
rapid access to innovative drugs and drugs used for rare
diseases;

»  Strengthens the relationships with the Agencies of other
member countries, with the EMA and other international
organizations;

*  Encourages and rewards investments in Research and
Development (R and D) in Italy, promoting and rewarding
innovation;

* Interacts with the community of patients’ associations, the
medical/scientific world, pharmaceutical companies and
distributors;

*  Promotes pharmaceutical knowledge and culture.

The mission of the AIFA in pharmacovigilance is to ensure a
positive risk/benefit ratio for all authorized drugs through the
continuous monitoring of all safety information and ADRs.
These data arise from different sources: Spontaneous reports
of suspected ADRs, clinical trials, scientific literature, reports
submitted by the Pharmaceutical Companies, and other
sources.

In particular, all data of spontancous ADRs reporting are
managed and coordinated through the National Network of
Pharmacovigilance (Rete Nazionale di Farmacovigilanza,
RNF), a database that allows the collection, management and
analysis of spontaneous reports of suspected ADRs. It is active
since November 2001. The RNFisan AIFA-managed, extensive
network throughout the national territory that includes the
Regional Authorities and the Autonomous Provinces of Trento
and Bolzano, the Regional Centers of Pharmacovigilance, 204
Local Health Authorities, 112 Hospitals, 43 Research Institutes,
more than eight hundreds Pharmaceutical Companies
and obviously AIFA.B% Through this network, healthcare
professionals reports unexpected ADRs observed in the Italian
territory. Periodicallyt he RNF data are transmitted to Eudra
Vigilance database (European database of suspected ADRs
reports),** managed by the EMA. EudraVigilance collects all
data provided at national level by the EU countries in a single
database, which, in turn, communicates with Vigibase™,F7)
the WHO global ICSR database.l®!

New pharmacovigilance legislation

In December 2010, European legislation on pharmacovigilance
was changed with the adoption of the EU Regulation
1235/2010 and Directive 2010/84/EU amending, as regards
pharmacovigilance, Regulation (EC) 726/2004 and Directive
2001/83/EC, respectively. This new legislation was the
biggest change to the regulation of human medicines in the
EU since 1995. EMA is responsible for implementing much
of the new legislation, which has been effective since July
2012.[26

In October 2012, the EU’s new pharmacovigilance legislation

was further amended by:¢

*  Regulation (EU) No 1027/2012 (applies from 5 June
2013);

»  Directive 2012/26/EU (applies from 28 October 2013).

New legislation will greatly improve public-health
protection and, ultimately, save lives by enhancing the
overall efficiency and effectiveness of the pharmacovigilance
system. 2]

Basically, changes tend to increase the efficiency, speed and
transparency of pharmacovigilance tasks through rules that
aim to:[1"

»  Strengthening pharmacovigilance systems (more clearly
defined roles and responsibilities

»  of the many actors involved);

» Streamline the activities among the Member States
(distribution of tasks and work sharing, with less
duplication of effort;

* Increasing engagement of the patients and healthcare
professionals;

* Improving the communication systems of decision-
making processes, giving proper justification to the public;

e Increasing transparency.

First of all, the definition of “adverse reaction”has been
changed and broadened to ensure that it now covers noxious
and unintended effects resulting not only from the authorized
use of a medicine at normal doses, but also from medication
errors and uses outside the terms of the marketing authorization
(off-label use), including overdose, misuse and abuse of the
product, and from occupational exposure. As a consequence,
new types of adverse reactions to be reported have been
included. Therefore, there will be an increase of reports and
resulting a greater monitoring activity."®

In all EU countries, the patients will be able to report directly
suspected adverse reactions. In Italy, this possibility has
already been considered since some years back by a paper
form, however, from now on, also in accordance with the new
directive, reports may also be sent by the web.['%* All reports
of adverse reactions will merge into the European database
EudraVigilance, but with different timing depending on the
severity of the reaction (within 15 days for serious reports
and within 90 days for non-serious ones). These reports will
be accessible to the public.!'®

Reports from Pharmaceutical Companies will also be
transmitted to the EudraVigilance database. Regarding
some medicinal products authorized through the centralized
procedure, it is already possible to consult the European
database of adverse reactions at the following website http://
www.adrreports.eu/.
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In summary, Directive 2010/84/EU and Regulation (EU)
1235/2010 aim to maintain, reinforce and further develop
the EudraVigilance database as the single — or at least the
main- point of receipt, storage and exchange of information
concerning the safety of medicinal products for human use
authorized in the EU.I'®

The data collected in the EudraVigilance database will be
monitored by the EMA in cooperation with the Member
States, while monitoring of the data originated at the national
level will be carried out by the Member State involved; these
activities are aimed at the identification of changes in risk
or new risks through the signals analysis. The methodology
for the identification and management process of the signal
were defined in the Implementing Regulation (EU) n.
520/2012 of 19 June 2012, concerning the performance of
pharmacovigilance activities provided for in Regulation (EC)
n.726/2004 of the European Parliament and of the Council
and Directive 2001/83/EC of the European Parliament and
of the Council.['*]

As afore mentioned, the new legislation aims to guarantee
greater transparency and improve communication. In fact, on
its web portal, AIFA makes available to the public at least the
following information:!'®’

*  Public assessment reports, together with a summary
there of;

*  Summaries of product characteristics and package leaflets;

*  Summaries of risk management plans;

»  List of medicinal products that are subject to additional
monitoring;

*  Information about the various procedures for the reporting
of suspected ADRs to the competent authorities by the
healthcare professionals and patients, including forms
with web data entry mask.

Medicines subject to additional monitoring will be the
products containing new active substances not included
in the authorized medicines in the EU before the January
151 2011; in particular, biologics and biosimilars,**!! but the
list may also include products whose license is subject to
particular conditions or products authorized in exceptional
circumstances; e.g., products subject to safety studies after
the granting of the marketing authorization (post-authorisation
safety studies).!®

These medicinal products subject to additional monitoring
will be identifiable from the package leaflet that will bear the
statement “This medicinal product is subject to additional
monitoring”. This statement will be preceded by a black
symbol and followed by an explanatory sentence explaining
the concept of additional monitoring. The additional
monitoring list will be regularly kept up to date by the EMA
in collaboration with Member States.['?]

The new legislation has empowered the relevant authorities to
impose on the marketing authorization holders the obligation
to perform post-authorization safety and/or efficacy studies.
These studies would be required at the time of the granting of
the marketing authorization or later.['¢42

According to another key point of the 2010 reform, each
Member State and each marketing authorization holder is
obliged to adopt a pharmacovigilance system with the aim of
analyzing suspected ADRs and implementing provisions in
order to prevent them.['

At last, the new EU pharmacovigilance legislation has
established within the EMA a new scientific committee, the
Pharmacovigilance Risk Assessment Committee” (PRAC)
in which all Member States are represented. The role of the
PRAC in protecting public health requires close interaction
with the Agency’s Committee for Medicinal Products for
Human Use (CHMP) and the Coordination Group for Mutual
Recognition and Decentralized Procedures-Human (CMDh).
The PRAC is responsible for assessing and monitoring the
safety of human medicines. Its members include experts from
regulatory authorities in EU Member States and independent
scientific experts who provide additional expertise in particular
scientific areas. Members from the patient organizations and
healthcare professionals will be included in the near future
further to appointment from the European Commission.

In its role in monitoring the safety of human medicines, the
PRAC assesses all aspects of risk management, including the
detection, assessment, minimization and communication of
the risk of ADRs, giving due consideration to the benefits of
the medicine. The PRAC is also involved in designing and
evaluating post-authorization safety studies and in conducting
pharmacovigilance audits.

When the PRAC has concluded an evaluation related to the
safety of medicines, it prepares a recommendation that is
sent either to the CHMP (if it concerns at least one centrally
authorized medicine) or to the CMDh (if it only concerns
medicines that are not centrally authorized in the EU).!1643]

Pharmacovigilance regional centers

Recently, the Financial Law no. 296/2006 has provided
to the AIFA an “ad hoc” fund to be allocated for activities
related to pharmacovigilance. The Regional Authorities are
responsible for the development and promotion of active
pharmacovigilance programs, which agreed with AIFA and
subsequently, allow the regions to access to funds.!

In this context, AIFA has promoted several projects and studies
in Italy, with the aim of increasing knowledge on drugs and
the “Culture of Pharmacovigilance”, through the establishment
of Pharmacovigilance Regional Centers.*! These centers have
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a key role in the most advanced national pharmacovigilance
systems. The funding of pharmacovigilance projects by AIFA
has contributed to the improvement of spontaneous reporting.
In Italy, the situation of spontaneous ADRs reports in 2010
showed an increase of 39% in comparison to 2009. This result
is in line with the average annual increase of 30% observed
in the last five years,**! and it also demonstrates the crucial
role of active pharmacovigilance programs, funded by AIFA,
in increasing knowledge on drugs, to better define their safety
profile and to improve their safe use in clinical practice.

CONCLUSIONS

In conclusion, the Italian Pharmacovigilance System is based
on local activities coordinated at National Level by AIFA
under the control of the Ministry of Health. This national
system represents a link among local experiences and its
counterparts at the European level. Therefore, AIFA has the
double opportunity to transfer and receive knowledge from
other EU countries; furthermore, it is responsible in Italy of the
entire campaign to improve pharmacovigilance knowledge and
increase the number of ADRSs reports up to the gold standard
level established by the WHO. This system represents a good
structure, however, several points need to be improved. This
is particularly relevant for Italy, where too many differences
exist between regional and local activities. The financial
support received by AIFA and the future projects should help
to achieve a more comprehensive pharmacovigilance activity.
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