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For Global Reform of the Safety of Medicines in

Patient Care

Foreword

The science of pharmacovigilance — monitoring and evaluating drug safety
issues and communicating them effectively — is a vital activity of worldwide
significance in the safeguarding of patient welfare and public health. Its clinical,
public health and economic importance has been demonstrated, but it needs to be
better understood and appreciated by politicians, the media and the public.

Pharmacovigilance is evolving from being a largely reactive discipline, con-
centrating on the discovery of harm caused by marketed drugs, to a proactive
study of their safety, effectiveness and associated risk factors in normal medical
practice and use by patients.

The Erice Manifesto specifies the challenges which must be addressed to
ensure the continuing development and usefulness of the science, in particular:

o The active involvement of patients and the public in the core debate about the
risks and benefits of medicines, and in decisions about their own treatment and

health

e The development of new ways of collecting, analysing and communicating
information about the safety and effectiveness of medicines; open discussion
about it and the decisions which arise from it

e The pursuit of learning from other disciplines about how phamacovigilance
methods can be improved, alongside wide-ranging professional, official and

public collaboration

e The creation of purposeful, coordinated, worldwide support amongst politi-
cians, officials, scientists, clinicians, patients and the general public, based on the
demonstrable benefits of pharmacovigilance to public health and patient safety.

This document was drawn up at the international
workshop on Future Perspectives in Pharmacovigi-
lance, Ettore Majorana Centre for Scientific Cul-
ture, Erice, Sicily, 28 June—2 July 2006. It shares the
vision and values of the Erice Declaration on Com-
municating Drug Safety Information of 1997, and of
the Luxembourg Declaration on Patient Safety of
2005, but focuses on new and urgent contemporary

issues.

Preamble: Reasons for Concern

With much progress already made, the important
scientific activity of pharmacovigilance! has yet to
fulfil its potential to deliver much greater benefits
for patients, in terms of the early detection and
prevention of unexpected and avoidable harm from
medicines, the management of risk, and improve-
ment in therapy.

A number of factors have inhibited and continue
to limit the development of pharmacovigilance:

1 The science and activities relating to the detection, assessment, understanding and prevention of adverse effects of
drugs, biologics and other medical products, or any other possible product-related problems.
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e despite significant efforts, patient safety and drug
safety remain undervalued and under-resourced,
resulting in avoidable economic and human cost;

e cautious bureaucratic processes, in the context of
a social climate of risk-aversion, sometimes with
insufficient concern for assessment of impact on
clinical practice and informed patient choice,
have displaced the crucial encounter between
patient and physician and the decisions made
between them as the main focus of attention;

e competing national and regional self-interest has
undermined the possibility of productive, open
collaboration among all countries for the benefit
of humanity as a whole;

o insufficient attention has been paid to the varying
needs of countries at different levels of develop-
ment.

The reform of pharmacovigilance as a whole, and
the re-assessment of the activities, attitudes and
goals associated with it, are urgent and important
matters for debate and action by all players.? This
science should be placed centre-stage and made
truly fit-for-purpose in the 21st century.

International recognition that access to quality
healthcare is a key human right also requires the
safety of medical treatment to be given the same
high level of ethical and political importance.

We believe that the following issues represent
the highest priorities on the lengthy agenda of
reform.

1. Placing the welfare, safety and concerns
of patients at the absolute centre of all
thinking, planning and operations, and
measuring the value of all activities against
those non-negotiable priorities by:

4 Actively communicating with all players to
ensure that drug safety, in the eyes of the people of
the world, belongs to the community as a whole and
that patients are essential partners to be involved in
all aspects.

4 Providing health professionals and patients
with accurate, accessible, up-to-date, targeted
medicines information and decision-making tools,
including emerging safety issues, at the point of
need:

e to facilitate discussion between them, and partic-
ularly for comparing the potential benefits and
risks of the alternative therapies available;

e to allow them to learn about the recognition and
avoidance of harm, and about effective, early
diagnosis and notification of harm when it oc-
curs.

4 Ensuring the availability of openly-assessed
choices of therapy, through intelligent risk manage-
ment processes and information, without over-cau-
tious reduction of options or the erecting of econom-
ic barriers limiting access for poorly resourced
countries.

4 Encouraging integration of pharmacovigilance
and clinical pharmacology in the choices made by
public heath programmes, into all clinical practice
including primary and hospital care, and in all
healthcare training.

4 Developing active and effective education for
patients and the general public, including children
and young people, in the realities of medical prac-
tice, the nature and inevitability of risk, in reasona-
ble expectations of therapy and in the rational and
discriminating use of drugs.

2. Transforming medicines regulation from a
centralised, sometimes distanced,
bureaucratic operation by:

4 All parties being open to audit of decisions in
drug safety and their impact on public and individu-
al health.

4 Developing a common vision of ethical and
effective regulation and rational legislation.

¢ More active collaboration between
pharmacovigilance centres (close to practitioners
and patients), regulatory authorities, and the phar-
maceutical industry and all other players.

2 Including, but not restricted to, patients and their representatives, consumers, health professionals, researchers,
academia, media, pharmaceutical industry, drug regulators, governments and international organisations.
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4 All parties being open to sharing and transfer-
ring knowledge and experience, to mutual support
and assistance, through open access to research and
data and transparency of decision-making.

4 Minimising the demands placed on all stake-
holders for burdensome, non-critical, non-essential
processes and documentation.

4 Encouragement of the pharmaceutical industry
to take a more active, direct, long-term responsibili-
ty for the safety of their products and customers,
through reallocation of priorities and funds, as part
of corporate social responsibility.

3. Adopting innovative, proactive
approaches (including emergent science
such as pharmacogenetics and personal
informatics) and learning from other social
and industrial sectors (such as aviation)
where safety is a core aspect of
operations, for:

4 The broader conceptualisation and identifica-
tion of hazard and risk to determine comparative
risk and benefit.

4 The earliest possible detection of harm through
the vigorous development of spontaneous reporting
in every country, the active involvement of profes-
sionals and patients in such systems, and the refine-
ment of signal detection methods.

4 The extension of methods for the prediction
and prevention of harm (including audit and learn-
ing from errors of the past) and the investigation of
patients’ concerns.

4 The reduction of uncertainty through greater
knowledge of the variables in therapy, robust risk
management and new methodologies.

4 The development of in-depth pharmacovigi-
lance knowledge (using, for example, emergent
population databases):

e of adverse reactions and side effects of drugs, and
drug mechanisms in normal therapeutic use;

e of the priorities, concerns and behaviour of pa-
tients;

e of the needs,
prescribers;

priorities and behaviour of
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e of the impact of environmental and all factors

related to diagnosis, prescribing and drug use.

4 Broad collaboration in an integrated process to
develop truly individualised, personal medicine.

4 The elimination of unsafe practices and inferior
or counterfeit products, with strong action against
deliberate offenders.

4. Pursuing open, active, altruistic
collaboration at all levels and between all
parties worldwide by:

4 Recognising that all core patient safety issues
transcend national and other boundaries, and that the
greatest progress could be achieved under collabora-
tive global oversight and harmonised and co-opera-
tive action.

4 Establishing a common base-line for medical
data collection and research, and compatibility or
bridging mechanisms for all technologies and termi-
nologies for quality assured research in databases
and registries.

4 Building on existing knowledge and resources
and avoiding duplication and waste.

4 Implementing high ethical and professional
standards for all drug safety activities in all coun-
tries (including clinical trials and public health
programmes) based on transparent, quality assured
procedures and guiding safety principles, and in-
cluding ethical marketing.

4 Maximising the usefulness of all current and
emergent methods of drug safety research and intel-
ligence-gathering and exploiting their complemen-
tarity.

5. Ensuring that all activities are based on all
available, evaluated, transparent evidence
and include powerful tools for feedback,
impact assessment and review, for shared,
global use.

This agenda for reform cannot be addressed by
gesture politics, short-term compromise or bureau-
cratic concession: it demands a transformation of
focus, attitudes and goals, and the profound commit-
ment of all players to the single ambition of putting
patients’ safety, needs, wishes and priorities at the
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very centre of the global drug safety enterprise; it
requires vision, resources, investment, continuous
advocacy and local and international champions.
We believe such reform has the potential to save
lives, prevent injury and illness, and to reduce costs,
all on a huge scale, far beyond anything that has yet
been achieved or imagined.

Addendum

The Erice Manifesto® was developed by a group
of 27 experts in pharmacovigilance from 12 devel-
oped and emerging countries, meeting strictly in
their personal capacities, and expressing their per-
sonal views. They bring with them experience in
national —and international — regulation — and
pharmacovigilance; in the pharmaceutical industry,
academic research and medical education; in com-
munications and private sector organisations con-
cerned with drug safety.

The Manifesto was signed by:

M. Couper, Switzerland; G. De Carli, Italy;
A. Dodoo, Ghana; B.D. Edwards, UK; LR. Ed-
wards, Sweden; R. Giuliani, Italy; A.S. Haq, Malay-
sia; K. Hartigan-Go, Philippines; B. Hugman, Thai-
land; J. Jones, USA; R. Leone, Italy; M. Lindqvist,
Sweden; R. Meyboom, The Netherlands; U. Moretti,
Italy; W. Sabatini, Italy; C. Smeraldi, UK; T. Tren-
que, France; L. Valdivieso, Venezuela; E. van
Ganse, France; K. van Grootheest, The Nether-
lands; G.P. Velo, Italy; M. Venegoni, Italy;
M. Vergnano, Italy.

Further information is available from:

Giampaolo Velo, Director, Clinical Pharmacology Unit,
and Reference Centre for Education and Communication
within the WHO Programme for International Drug Monitor-
ing, University Hospital, Verona, Italy.

E-mail: gpvelo@sfm.univr.it

Bruce Hugman, Consultant to the Uppsala Monitoring
Centre, Uppsala, Sweden.

E-mail: mail@brucehugman.net

3 The Erice Manifesto, first published here in Drug Safety, is a free-access document, without assigned copyright, and
may be reproduced, copied or quoted, without permission, on the condition that its content remains unaltered and the
original source is acknowledged. Copyright of the exact format in which the Manifesto appears here belongs to Adis
Data Information BV, but it may be copied without permission for non-commercial purposes.
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