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Issues of public health within the European Union have always been amongst the priorities of 
European Institutions and of the Commission in particular. This concern has been reinforced by 
the various health affairs (Mediator, PIP implants etc.) that have affected certain EU Member 
countries in recent years and placed the requirements of health at the heart of European citizen’s 
anxieties and expectations.

In the tense context of the Mediator tragedy, which occurred in 2010 in France, the Commission 
decided to change the system for pharmacovigilance and follow-up of medicines by reforming 
the laws concerned (the regulation in 2010 and the directive in 2011 respectively). These 
amendments fit into a broader framework aimed at making Member States’ medicine distribution 
systems secure. Accordingly, the reforms are intended to ensure the traceability of medicines 
and consolidate pharmacovigilance, in order to fight against counterfeiting and falsification of 
medicines amongst other issues.

These measures for ensuring the essential security of the medicines distribution process are also 
accompanied with a need and desire for openness and provision of information for European 
citizens. Indeed, it is vital for the European Union to establish tools allowing better provision 
of information to patients as well as more ambitious rules for avoiding conflicts of interest, 
something which the European Commission appears to have taken into account in the new 
directive, which reinforces pharmacovigilance, notably by means of the Internet, while stressing 
several important changes in particular. Amongst the measures promoting closer monitoring 
of medicines are automatic implementation of the emergency procedure and withdrawal of 
medicines in cases where companies refrain from renewing marketing authorisations for safety 
reasons, the obligation for companies to declare their reasons for withdrawing medicines from 
the market (whether due to commercial considerations or for reasons of safety) and the listing of 
medicines that have undergone post-authorisation safety studies.

The various contributors to this issue of The European Files throw light upon the current situation 
in the European Union, in relation to this far-reaching reform of European legislation.

Laurent Ulmann 
Editor-in-chief, The European Files 
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Globalisation has not spared the phar-
maceutical industry: the geography of 
the manufacture of health products has 

changed radically in recent years. 

Although the world’s largest pharmaceutical 
laboratories are based in Europe and the United 
States, large emerging economies such as 
China and India, have rapidly made a place for 
themselves at the forefront of the production of 
medicines, medical devices and raw materials for 
pharmaceutical use. It is becoming increasingly 
common for the European pharmaceutical 
industry to outsource the production of raw 
materials – active ingredients and excipients.

This offshoring has increased the risk of shortages 
in health products, some of which are essential in 
terms of public health. Thus Paracetamol is no 
longer produced within the EU. Similarly, certain 
antibiotics are no longer synthesised in the EU, 
and states have been confronted with temporary 
shortages of certain anti-cancer drugs. 

This fragmentation of the production chain also 
poses problems of governance, leading to a 
disconnect between the political decision-makers, 
the authorities in charge of quality assessment, 
the producers and the consumers. Real health 
risks can arise, such as those encountered at 
the time of the heparin crisis in 2008. This calls 
for improving controls of the quality of pharma-
ceutical raw materials. 

Globalisation has facilitated the internationali-
sation of the production chain, but also the circu-
lation of medicines. The Internet makes it possible 
to order products and have them delivered from 
the other side of the world, at the risk of seeing 
products of inferior quality – or even counterfeit 
products – arriving in our fellow citizens’ homes.  

This twin revolution of supply and demand has 
made it necessary to secure both the chain of 
production and the distribution process. This can 
be achieved by raising the standards of regu-
lation and control throughout the world. 

The quality of raw materials and medicines is a 
public health issue of the utmost importance; it 
should be considered to be a “global public good”. 
The international community has succeeded in 
developing modes of governance for other global 
public goods. In turn, we must lay the foundations 
of a global governance for medicines. Important 
steps have been taken in this direction in recent 
years. Of these, I will mention three.

In the first place, in the legal field, the 
“MEDICRIME” convention was adopted by 
the Committee of Ministers of the Council of 
Europe at the end of 2010. It creates a binding 
legal instrument against counterfeiting and 
falsification of medicines, health products and 
medical devices. It constitutes a decisive turning 
point in the fight against false medicines. Since 
accession to this convention has been made 
possible for countries that are not members of 
the Council of Europe, France will plead in favour 
of its being signed by the largest possible number 
of countries.

However, law alone will not suffice. It has to be 
applied. For this purpose, States need to have 
skilled inspectors at their disposal, with sufficient 
capacities to verify the quality of health products. 
International cooperation initiatives in the field 
of pharmaceutical inspection (in particular the 
Pharmaceutical Inspection Co-operation Scheme 
“PIC/S”) are essential to reinforce the capacities 
of national systems of inspection. For everybody 
stands to benefit from a market that is better 
regulated and more secured. 

Finally, last spring, after several years of 
complicated negotiations, the World Health 
Organisation adopted a resolution opening the 
way to an “intergovernmental mechanism for 
fighting against false medicines”. Negotiations 
are due to be held in Buenos Aires in the month 
of November, and are intended to put this tool 
in place. Moreover, Europe has established 
a directive fight against conterfeit medicines, 
which is currently being implemented by all of the 
Member States. France supports this progress, 

and is expecting a great deal from these 
discussions. 

However, global governance moves forward 
by way of small steps. As the protection of our 
fellow citizens is concerned, we cannot stand 
by and wait for this progress to bear fruit. In the 
short term, the European Union needs to take 
the necessary measures to ensure the security 
of health products within its borders. Last month, 
a series of meetings with a number of my coun-
terparts confirmed that all of our countries are 
confronted with shortages of important medicines 
and are concerned about the quality of health 
products of which certain components are manu-
factured outside of the European Union.   

At the time of last June’s EPSCO Council 
meeting, France and Luxembourg asked the 
European Commission to take the following 
measures with regard to raw materials: 

- to launch an enquiry on raw materials of major 
therapeutic interest for which alternative manu-
facturing sites within the EU are imperative; 

- to envisage the setting up of a management 
plan in order to deal with shortages and to 
propose incentives in favour of the establishment 
of alternative manufacturing sites;

- to establish alert procedures for real and fore-
seeable disruptions in the supply of raw materials, 
in order to allow the necessary measures and 
possible recommendations to be implemented in 
a coordinated manner by the appropriate national 
authorities. 

The Commission is expected to present a report 
on the state of advancement of this work at the 
next EPSCO Council meeting. I am looking 
forward to these analyses, and hope that this 
progress will not be limited to raw materials 
alone, but will also help to address the need to 
anticipate and manage disruptions in the supply 
of medicines of major therapeutic value. 

Coordinated actions can be conducted rapidly 
in order to ensure the quality of our health 
products. We must act. France is ready to take 
the measures that are required to safeguard 
the quality and availability of essential health 
products.  ■

Towards Better Security of Supply of Raw Materials for 
Pharmaceutical Use in the European Union 

Marisol TOURAINE
French Minister of Health and Social Affairs

Despite the steps taken by the European 
Union towards resolving the problem of low 
availability of medicines in small countries, 

the issue remains a continuous challenge.

This article will briefly discuss the challenges 
small EU countries face with regard to the availa-
bility of medicines in their territories, with Cyprus 
as the backdrop. The magnitude of the issue 
will be illustrated and critique will be offered. 
For the purposes of this article, small countries 
are defined as having a population of less than  
1 million inhabitants.

The problem of reduced access

Small countries represent unattractive markets 
for pharmaceutical companies. Some of the 
reasons may include:

− The small size of the market is leading to low sales;

− The purchasing power of small countries is limited;

− The structure and complexity of the market (public 
and private sector) is not proportional to its size;

− The language requirements for small populations;

− Other, local requirements.

Cyprus, introduced the European pharmaceutical 
law in its national provisions in 2001, as part of 
its accession negotiations. As a consequence, all 
medicines and their dossiers had to be upgraded 
to meet the EU law requirements. 

Many pharmaceutical companies deemed the EU 
requirements imposed upon them and the signi-
ficant additional costs incurred, as disproportional 
to their anticipated earnings. As a consequence, 
they began to withdraw their products from the 
Cyprus market. Indeed, after the introduction of 

the EU pharmaceutical law in 2001, there was 
a 54% reduction of the medicines available by 
2006. This reduction posed a serious threat to 
public health since many essential medicines 
ceased to have a valid marketing authorisation.

The “Cyprus Clause”

In response to the shortage of medicines, the 
Commission introduced article 126a during the 
review of the EU pharmaceutical legislation 
in 2004, a provision that allowed for a “special 
marketing authorisation” of medicines with a 
valid marketing authorisation in another EU 
member state for justified public health reasons. 
This provision became colloquially known as 
the “Cyprus clause”, since it was introduced in 
response to the problem faced by Cyprus.  Under 
the “Cyprus clause”, from 2005 to 2012, 530 
products obtained a “special marketing authori-
sation” in Cyprus.

Although this provision has offered relief, it 
cannot be globally applied to medicinal products. 
Specific issues remain to be resolved such as on 
“who” the pharmacovigilance responsibility rests 
upon, the definition of the person responsible for 
importation (local representatives or marketing 
authorisation holders from importing member 
state), the responsibility for the translation of 
labelling and patient information leaflets and the 
procedures for the variations of the marketing 
authorisations.

Centrally Authorised Medicines

Centrally authorised medicines are evaluated by 
the European Medicines Agency (EMA), have 
only one marketing authorisation holder in EU and 
after approval may be marketed (at least theore-
tically) in all EU member states. This procedure 
is limited to specific categories of products such 
as medicines for the treatment of cancer, HIV 
infection and rare diseases.  Currently, there 
are 643 products licensed under this procedure 
however, as of 2012 only 271 (42%) are available 
in Cyprus. Other Member States also face 
similar availability issues. The main reasons are 
estimated to be the country specific requirements 
on language and other packaging specifics (also 
known as the “blue box”) that exacerbate the

pharmaceutical industry´s inherent hesitancy to 
enter small markets.

Name patient and compassionate use 

The EU pharmaceutical legislation provides 
for the procurement of otherwise unavailable 
medicines on a named patient basis/compas-
sionate use. Although this scheme works in 
specific instances, there is a heterogeneous 
application among member states for instance, 
some member states issue named patient autho-
risations for groups of patients and some do not. 
The provision in the EU legislation does not go 
into specifics such as the appropriate distribution 
chain for a named patient product and often, it 
is not clear what attributes of a product make 
it eligible for a named patient scheme (i.e. with 
marketing authorisation but not sold etc).

Parallel trade

Parallel trade is generally defined as the licit trade 
of medicines outside the normal distribution chain. 
This practice has instigated numerous supportive 
ECJ decisions and in specific instances the 
competition introduced has reduced the costs 
of medicines since parallel traders seek markets 
where medicines are significantly cheaper.

In Cyprus, it was anticipated that parallel trade 
would not only resolve the availability problem 
but drive prices downwards as well. In practice 
however, parallel trade so far represents a very 
small segment of the market.

Conclusion

Although steps have been taken to resolve 
the problem of medicines availability in small 
countries, there is still a long way to go before 
finding a viable solution. Through this article, we 
have attempted to draw the main picture and to 
raise public awareness on an issue that is crucial 
in ensuring the good health of the European 
citizens. We believe that long and exhaustive 
discussions are required so as to reach a 
consensus on the way forward. ■

Improving Access to Medicines for Small Member States:
the Cyprus Experience

Androulla AgROTOU
Cypriote Minister for Health
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The European pharmacovigilance legislation 
has been revised in 2010 and 2012 and is 
about to be adjusted in order to meet the 

requirements of the 21th century. The purpose is 
to improve the safety of medicines and - by doing 
so the safety of patients.

The main focus in the 20th century pharmacovi-
gilance strategy was the establishment of national 
institutions which were capable of collecting and 
evaluating suspected adverse reactions. For 
several years the national authorities worked on 
their own with a limited exchange of data and 
views across national borders. National regu-
latory decisions were primarily based on national 
experiences. Another characteristic was that 
disclosure of data and communication to the 
public were done rarely and not as a common 
practice. 

In the 21st century a new paradigm has been 
established. It is characterized by international 
cooperation between authorities, transparency 
and active participation by the most important 
stakeholder of all – the patients. In Europe the 

pharmacovigilance activities are performed in 
a strong partnership between the European 
Medicines Agency (EMA) with its expert 
committees and the agencies of the Member 
States. Decisions are made based on cumulative 
international experiences, following extensive 
cross border data exchange.

Proactive pharmacovigilance is important to 
facilitate early detection of new or changed risks 
of medicines. It can only be done in a close 
cooperation between authorities, healthcare 
professionals, patients and with the involvement 
of the pharmaceutical companies. Transparency 
and participation of all the stakeholders are 
important prerequisites for a more proactive 
pharmacovigilance.

The new pharmacovigilance legislation 
introduces a wide range of transparency 
tools that involve the use of web portals with 
information about a lot of relevant data. The 
information relates above all to data from the 
meetings of expert committees, summaries of 
risk management plans, product information, 
information about suspected adverse reactions, 
results of safety studies and a list of medicinal 
products subject to additional monitoring. The 
legislation also provides that data on suspected 
adverse reactions held on the Eudravigilance 
database shall be made publicly available 
together with an explanation of how to interpret 
the data. The reports will be available on EMAs 
website.

These new transparency tools are very important 
because they can widen the 
knowledge of external stake-
holders. If the patients and 
healthcare professionals 
get more information about 
safety issues they can more 
easily contribute with their 
knowledge and experiences.

In Denmark, we have good 
experience with publishing 
data regarding suspected 
adverse reactions and news-
letters about safety issues. 
The Danish Health and 
Medicines Authority publish 

reports on suspected adverse reactions in an 
aggregated format on its website and a monthly 
newsletter about adverse reactions and other 
safety issues. This is part of a national infor-
mation strategy which shall improve communi-
cation about safety issues. There has been a 
positive response to these initiatives. The infor-
mation is useful to healthcare professionals in 
their daily work and patients get easier access 
to new information. Healthcare professionals, 
patients and journalists often respond to news 
on this website. The dialogue and the public 
focus on safety issues are important parts of a 
proactive pharmacovigilance policy.

Patients with knowledge are also better prepared 
to participate in the pharmacovigilance process. 
The new pharmacovigilance legislation has 
introduced a new EU standard that patients all 
over Europe are now entitled to report suspected 
adverse reactions directly to the authorities of 
the Member States. The new provisions about 
patient reporting are based on positive expe-
riences in several Member States. In Denmark 
patient reporting was introduced in 2003. 
Good quality reports about suspected adverse 
reactions are important to detect new or changed 
risks of medicines. Patients have a firsthand 
experience with medicine and Member States 
should do their best to encourage and facilitate 
patient reporting.

During the Danish EU presidency this year the 
Member States have agreed in some further 
strengthening of the phamacovigilance legis-
lation. In the future, the information obligations of 
the pharmaceutical companies will be increased 
in order to be sure that concerns relating to 
the risks of a medicine authorized in the EU 
are properly addressed in all Member States. 
Furthermore, the list of medicines subject to 
additional monitoring will be extended and the 
safety evaluation procedures will be adjusted.

I am confident that the new pharmacovigilance 
legislation marks a new era in pharmacovi-
gilance which is based on work-sharing, trans-
parency, participation of all stakeholders and a 
more proactive surveillance. I do hope that it will 
be all of a great benefit to the public health. ■

Conducting a More Proactive Pharmacovigilance Policy 

Astrid KRAg
Danish Minister for Health

All medicinal products in the European 
Union are subject to strict testing and 
assessment of their quality, safety and 

efficacy before being authorised for placing on 
the market. Once a medicinal product has been 
placed on the market, its safety is monitored 
to ensure that, if there are cases of adverse 
reactions, appropriate action is taken. The moni-
toring of authorised medicinal products is done 
through the EU’s system of pharmacovigilance. 
This is in a nutshell the role of the European 
Union in Pharmacovigiliance.

The EU’s pharmacovigilance system is one of 
the most advanced and comprehensive pharma-
covigilance systems in the world. It underpins a 
high level of public health protection throughout 
the EU.

It is mainly the responsibility of the companies 
producing or importing the medicines to ensure 
that any medicine placed on the EU market has 
a favourable benefit/risk profile. However, others 
within society also have important roles to play:
• the regulatory and legislative authorities at EU 
and national level; who have to establish, apply 
and enforce the legal framework within which the 
companies act;
• the healthcare professionals;  who prescribe 
or advise patients on the most appropriate 
medicines to treat their particular condition;
• the patients; who need to understand the safe 
use of medicines and avoid their misuse. 

Legislative framework
EU rules on pharmacovigilance form part of 
the legislation on medicines, one of the earliest 
areas of regulation in the EU. Regulation in the 
medicines area was adopted in 19651 in the light 

of the adverse effects associated with the use of 
thalidomide during pregnancy. Since then it has 
been developed to address many other issues, 
such as traditional herbal medicinal products, 
designation of orphan medicinal products and 
products for paediatric use.

The most recent revisions address the risk of 
falsified medicines entering the supply chain and 
pharmacovigilance, for which 2012 has been a 
particularly significant year.

Impact of the 2010 revision of the pharmaco-
vigilance framework
EU pharmacovigilance legislation has undergone 
a major review in recent years which led to the 
adoption of new legislation in 2010. This legis-
lation – which entered into force in July 2012 
– marks an important step forward in the regu-
lation of pharmacovigilance activities in the EU: 
it has strengthened and rationalised the system 
for monitoring the safety of medicines on the 
European market.

2012 has also seen the publication of the 
Commission Implementing Regulation2 on 
operational details in relation to pharmacovi-
gilance activities and in October, the European 
Parliament and the Council adopted the further 
amendment of the pharmacovigilance legis-
lation to address certain weaknesses in the legal 
framework identified in the Commission’s 2011 
"stress test". 

These changes not only improve patient safety 
and public health through better detection and 
assessment of adverse reactions to medicines, 
they also empower patients to become actors in 
their own health care.  The legislation that is now 
in force allows patients across the EU to report 
adverse reactions directly to the national autho-
rities, including those occurring as a result of 
medication errors and overdose.

The main pillars of the new legislation are:

• proactive and proportionate risk management

• stronger links between safety assessments and 
regulatory action

• greater transparency, communication and 
patient involvement

• the creation of a Pharmacovigilance Risk 
Assessment Committee (PRAC) in the European 
Medicines Agency (EMA)

• clear tasks and responsibilities for all parties 
(marketing authorisation holders, national 
competent authorities, EMA).

Future activities
The adoption of the recent revisions of the phar-
maceutical legislation is not the end of the story. 
The Commission is currently concentrating on a 
number of related follow-up tasks. These include 
setting up mechanisms to help EU countries fulfil 
their new legal obligations and apply comparably 
high standards to their own pharmacovigilance 
activities.

In addition to this, new rules – agreed by the 
European Parliament and the Council October 
2012 – will come into force by the end of 2013 
to strengthen the monitoring of additional cate-
gories of medicinal products. Those products 
subject to increased monitoring will in future be 
identified by a so called "black symbol" that will 
apply throughout the EU. This symbol will be 
accompanied by an explanatory statement that 
the product is subject to additional monitoring. 
This will ensure that patients and healthcare 
professionals are aware, well informed and have 
access to the same information across the EU. 
The explanatory statement will also encourage 
all users to report suspected adverse reactions 
when using these medicines. The inclusion of the 
"black symbol" in product information will apply 
following the adoption in 2013 of the Commission 
decision that identifies the symbol.

Patient safety is, and will remain, an EU priority. 
The recent changes to the EU’s legislation 
strengthen a pharmacovigilance system which is 
already well-designed, robust and fit-for-purpose. 
Our efforts now will focus on implementing the 
new rules across the EU and continuing to work 
closely with EU countries and EMA to detect, 
assess, understand and prevent adverse drug 
reactions and associated harm to patients. ■

Role of the European Union in Pharmacovigilance

Paola TESTORI COggI
Director General DG SANCO

1. Council Directive 65/65/EEC of 26 January 1965 on 
medicinal products (OJ 22, 9.2.1965, p. 369)
2. Commission Implementing Regulation (EU) No 
520/2012 of 19 June 2012 (OJ L 159, 20.6.2012, p. 5)
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The new EU pharmacovigilance legislation 
offers a unique opportunity to improve 
public health promotion and protection by 

strengthening the EU pharmacovigilance system. 
European medicines regulators now have a 
stronger mandate and a set of powerful tools 
designed to help reduce the burden caused by 
adverse reactions to medicines. 

Medicines save lives and relieve suffering. The 
introduction of new and effective medicines has 
been one of the greatest advances in science 
and public health in the last century. Today we 
have medicines that can prevent life-threatening 
infections, that can treat cancers, and that can 
prolong the lives and relieve suffering of indi-
viduals with myriad diseases and conditions. 
These major advances in the prevention and 
treatment of disease are a result of investment 
and innovation in research from the laboratory to 
clinical trials and epidemiology, and Europe is at 

the forefront in this investment and innovation for 
health.

But medicines can also cause unwanted 
side effects - so-called ‘adverse reactions’ to 
medicines. The 2008 impact assessment that 
accompanied the legal proposals from the 
European Commission suggested that up to five 
per cent of all hospital admissions in the EU are a 
result of harmful side effects of medicines. 

Given this significant impact, the goal of the legis-
lation is to ensure safer medicines through earlier 
detection of adverse side effects and proactive 
risk management. This is underpinned by the 
following set of key objectives:
• Clear roles and responsibilities for the principle 
actors, including pharmaceutical companies, 
national medicines authorities, the European 
Commission and the European Medicines 
Agency; 
• Engagement of patients and healthcare profes-
sionals in the process of safety monitoring;
• Development of novel methodologies and 
approaches and accessing new sources of 
evidence for robust decision-making;
• Increased transparency and better information 
on medicines for patients and health care 
providers.

One of the key innovations of the new legis-
lation was the creation of a scientific committee 
at the European Medicines Agency, the 
Pharmacovigilance Risk Assessment Committee 
(PRAC). The PRAC is responsible for assessing 
all aspects of the risk-management of medicines 
for human use. Its creation is recognition of the 
need for dedicated, expert oversight of all areas 
of pharmacovigilance at EU level. 

However, there are challenges ahead. The new 
legislation means that we now have experts 
examining data from a wider range of sources. 
This may include data from clinical studies, phar-
maceutical companies, Member State autho-
rities, our international partners and from direct 
reporting from patients and health care profes-
sionals. We have relatively little experience of 
handling report and signals from such a hetero-
geneous range of sources.

We also need to take into account the individual 
perception of risk and guard against extremes 
of over-reactions to occasional or background 
events. The most important task for regulators 
will be to strike the right balance between benefits 
and risks. Regulators, as well as the media and 
members of the public, must not be too risk-
averse, because there is a cost to erroneously 
denying patients access to a good medicine. 
There are also opportunity costs when research 
funds are diverted. Lack of resources is also a 
challenge. Resources in pharmacovigilance are 
finite and have to be used wisely. 

The new legislation also provides an opportunity 
to improve the safety of medicines that goes 
beyond ‘classical’ pharmacovigilance. As part of 
the legislation, companies are required to provide 
the European Medicines Agency with detailed 
information about all approved medicines for 
human use within the EU, including details of 
manufacturing sites and the active ingredients 
and excipients of each medicine. The database 
currently holds information related to more than 
250,000 products and their presentations.

As manufacturing of medicines becomes 
increasingly global, complex and fragmented, 
this database is a powerful tool that allows us to 
delve into the manufacturing and supply chain 
of medicines. This information is critical when 
issues related to the quality of a medicine arise, 
or contamination occurs in a manufacturing plant. 
The data will enable us to pinpoint, with greater 
accuracy and rapidity, any affected product. 
Large-scale production withdrawals that can 
sometimes lead to product shortages can be 
avoided. 

In conclusion, the legislation holds great promise 
for improved public health promotion and 
protection through better science and regulation. 
The Commission’s impact assessment estimates 
that between 500 and 5,000 lives could be saved 
each year with possible economic savings of 
between 250 million and 25 billion euros. I am 
confident that, thanks to all who worked so 
hard on the new legislation, from the European 
Commission, Member States and European 
Parliament, we now have a set of tools in Europe 
that can be used to the fullest potential to protect 
and enhance public health. ■

The Impact of the EU Pharmacovigilance Legislation on the 
Safety of Medicines 

Professor guido RASI
Executive Director, European Medecines Agency

Pharmacovigilance is the science and process 
of monitoring the safety of medicines and 
taking action to increase the benefits and 
reduce any potential adverse side effects.

Process steps in pharmacovigilance
• Data collection;
• Evaluation of potential safety issues;
• Assessment of benefit-risk balance of 
medicines;
• Regulatory action to minimise risk and 
maximise benefits;
• Communication to patients and health care 
professionals;
• Audit of the effectiveness of the measures.
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Predicting and monitoring drug safety 
is one of the toughest bottlenecks in 
pharmaceutical research and deve-

lopment (R&D). However, the results of 
public-private consortia supported by the 
Innovative Medicines Initiative (IMI) are 
helping to tackle this complex issue.

Unexpected adverse drug reactions have 
claimed many patients’ lives and could affect 
patients’ trust in the treatments they need. 
Drug toxicity is often hard to predict or detect 
in the early stages of drug development, and 
many drug candidates fail in later stages of 
the development because of unforeseen side-
effects – when huge investments have already 
been made. Notorious cases that have made 
headlines in the press show that some toxic 
effects are only uncovered when the drug is 
already on the market and has been taken 
by thousands, if not millions of patients. The 
measures then needed to minimise the risks 
are costly, and in the worst case, the drug 
needs to be withdrawn altogether. 

In order to fundamentally improve the safety 
of medicines and reduce the risk of drug 
development failure, profound innovations 
are needed in the way medicines are tested 
during development and monitored once on 
the market. However, many experts agree that 
these issues are too complex to be tackled 
by any one company or research team on 
its own. Breakthroughs can only be achieved 
when public and private actors from a wide 
range of disciplines join forces and pool their 
knowledge and expertise to create or improve 
safety checks in all steps in the development 
and monitoring of medicines.

In order to take this innovation to a higher 
level, IMI is building large-scale partnerships 
between regulators, patients’ organisations, 
large pharmaceutical companies, academic 
teams, and small and medium-sized enter-
prises (SMEs). These public-private collabo-
rative consortia are building enabling techno-
logies that allow a more accurate detection of 
drug side effects in the earliest stages of drug 
development. At the other end of the process, 
IMI projects are creating systems and collabo-
rations to improve the monitoring of medicines 
already on the market (pharmacovigilance).

Through this multifaceted approach, IMI is 
shaping the environment, tools and technology 
needed to improve drug safety for patients 
in Europe and worldwide. Examples from 
ongoing projects (see further) demonstrate 
that this approach is generating results which 
could not have been achieved by any organi-
sation on its own. Their achievements range 
from a computer model that predicts if a 
candidate drug is likely to damage the heart 
(eTOX), to progress towards tests that detect 
early signs of damage to organs in animals 
or patients in the early stages of drug testing 
(MARCAR and SAFE-T), as well as moni-
toring tools developed together with European 
regulatory agencies to detect possible drug 
safety issues in reports from patients and 
health care professionals (PROTECT), and 
training programmes on medicines safety 
for researchers (SafeSciMet). Other projects 
focus on drug-induced liver injury (MIP-DILI) 
and adverse immune responses to biophar-
maceuticals (ABIRISK).

Another important project on drug safety, 
which will be included in one of IMI’s upcoming 
Calls for proposals, aims to improve pharma-
covigilance through mobile platforms such 
as smart phones and through data mining in 
social media. The project will focus both on 
technological and regulatory improvements.

In addition, IMI supports projects, such as 
BioVacSafe, that aim to improve the safety 
of vaccines.  Launched in March 2012, 
BioVacSafe will develop cutting edge tools to 

speed up and improve the testing and moni-
toring of vaccine safety, both early in vaccine 
development and after release to the market. 

The role of IMI as a neutral third party has been 
crucial to facilitating collaboration between 
large pharmaceutical companies, and to 
fostering the open exchange of information 
and know-how between teams from industry 
and academia, as well as SMEs, regulatory 
agencies, and patients’ organisations.

IMI’s unique intellectual property (IP) policy, 
flexible administration, and neutral position 
between public and private partners are now 
considered by many as key to the success of 
these unique public-private partnerships.

Ongoing IMI projects on drug & vaccine 
safety

• Making novel drugs safer for patients

ABIRISK aims to shed new light on the factors 
behind the immune response triggered by 
novel medicines based on biological molecules 
such as proteins and antibodies. The project, 
which represents the first concerted effort to 
solve this problem, will aid in the creation of 
new, safer biopharmaceuticals and generate 
tools to determine how individual patients are 
likely to respond to them.

Total project budget: €34.9 million
www.abirisk.eu

• Biomarkers for enhanced vaccine 
immunosafety

BIOVACSAFE aims to develop cutting edge 
tools to speed up and improve the testing and 
monitoring of vaccine safety, both before and 
after release to the market. Ultimately, the 
project hopes to usher in a new generation of 
safer, more effective vaccines.

Total project budget: €30.2 million
www.biovacsafe.eu

Public-Private Partnerships Are the Way Forward to Improve 
Drug Safety – the Example of the Innovative Medicines Initiative

Michel gOLDMAN
IMI Executive Director

• Predicting side-effects of drugs early in 
development

Many promising drug candidates fail because 
they turn out to be toxic to the heart and 
other vital organs. To tackle this, the eTOX 
consortium is developing innovative computer 
models that are able to detect potential drug 
safety problems much earlier in the drug 
development process; for example, one model 
aims to predict cardiac toxicity. The system’s 
prediction is built on databases from public 
sources as well as legacy toxicity reports held 
by participating pharmaceutical companies, 
that were brought together for the first time 
in the frame of the project. eTOX’s success 
is also due to  the four SME partners, which 
contribute scientific excellence and state of 
the art technologies in biochemico-informatics.

Total project budget: €13.9 million
www.e-tox.net

• A new way of tracking tumour development

The MARCAR consortium has developed 
and proved the effectiveness of methods 
that help identify chemical changes in the 
genetic material that are related to cancer. 
The detection of these so-called epigenetic 
changes can be used as early indicators to 
predict if drugs in development are likely to 
cause unwanted effects (cancer) in patients. 
The findings will therefore contribute to a better 
assessment of the safety of candidate drugs. 
In addition, MARCAR has demonstrated that 
magnetic resonance imaging (MRI) can be 
used to reliably detect liver tumours in mice 
when they are just 1 mm across - previously 
more invasive techniques were needed to pick 
up tumours of this size. This makes MRIs an 
invaluable tool in assessing the cancer risk of 

potential drugs. MARCAR’s methods should 
ultimately help reduce the need for long-term 
experiments in animals. 

Total project budget: €13.3 million
www.imi-marcar.eu

• Predicting drug-induced liver-injury

Many medicines are harmful to the liver, and 
drug-induced liver injury (DILI) now ranks 
as the leading cause of liver failure and 
transplantation in western countries. For the 
first time, the IMI project MIP-DILI brings 
together Europe’s top industrial and academic 
experts in the field. Together, they are 
developing new tests that will help researchers 
detect potential liver toxicity issues early in 
development, saving many patients from the 
trauma of liver failure.

Total project budget: €32.4 million
www.mip-dili.eu

• Strengthening the monitoring of the 
safety of medicines 

The  PROTECT project, which is coordinated 
by the European Medicines Agency (EMA) is 
developing innovative tools and methods that 
enhance the early detection and assessment 
of adverse drug reactions from different data 
sources, and enable the integration and 
presentation of data on benefits and risks. The 
participation of several regulatory agencies 
in PROTECT facilitates the implementation 
of the new methodology in the standard 
procedure for risk-benefit analysis by 
regulatory agencies and the communication 
of the results to the public. One example of a 
publicly available outcome is an inventory on 
databases of drug utilisation in Europe which 

has been compiled from 11 countries. This 
inventory is useful for researchers and is now 
used within PROTECT to study the population 
exposed to selected drugs of interest. 

Total project budget: €29.8 million
www.imi-protect.eu

• Delivering better trained scientists for 
pharmaceutical R&D

The IMI project SafeSciMET has launched 
a pan-European education and training 
programme on drug safety. SafeSciMET’s 
20 newly-designed courses focus on holistic, 
integrative, and translational aspects of 
pre-clinical to clinical drug development which 
are largely lacking in today‘s educational 
programmes. Lectures are given by experts 
from both academia and industry and include 
industry case studies. SafeSciMET’s modular 
structure allows scientists to select courses 
for their continued professional development. 
Completing the full programme leads to an 
Advanced Master’s degree in Safety Sciences. 

Total project budget: €6.3 million
www.safescimet.eu 

• Detecting drug side effects at an earlier 
stage

The SAFE-T consortium has enrolled patients 
in major studies that aim to boost scientists’ 
ability to determine whether or not a potential 
drug will be toxic to the kidney, liver or vascular 
system.
Drug-induced toxicity is a serious problem 
in drug development and for treatment of 
patients. The SAFE-T scientists are testing the 
potential of biological markers (biomarkers) to 
detect organ damage at the earliest stages, 
when progression to serious injury may still be 
prevented. Studies of this scale would not have 
been possible without intense interdisciplinary 
and cross-institutional collaboration. The 
scientific strategy adopted by SAFE-T for 
the testing of biomarkers on patients’ blood 
and other samples has been agreed with the 
European Medicines Agency (EMA) and the 
US Food and Drug Administration (FDA). This 
scientific advice from regulatory authorities 
is a key step in the qualification of novel 
biomarkers. 

Total project budget: €35.9 million
www.imi-safe-t.eu

More details including lists of participants: 
www.imi.europa.eu  ■

© Inserm/Patrice Latron



14     T h e  e u r o p e a n  F i l e s T h e  e u r o p e a n  F i l e s      1 5

pharMacovigiLance aS a guaranTee of The SafeTy of 
MedicineS

When the German company Grünenthal 
finally apologised for the thalidomide 
scandal last month, it drew public 

attention once again to the importance of ensuring 
that the medicines we take are safe and any side 
effects properly monitored. Since thalidomide, 
better systems have been developed to monitor 
the safety of medicines, but problems have not 
gone away. Only recently, new scandals have 
emerged with the drugs Avandia and Mediator, 
both now withdrawn from the EU market but a 
reminder of the need for strong post market 
surveillance of medicines.

The new EU laws on medicine safety or “phar-
macovigilance” are designed to do just that. 
The creation of the European Medicines 
Agency (EMA) and EU systems for authorising 
medicines, have over recent years led to the 
development of new tools for medicine safety, 
such as the European database, Eudravigilance, 
to record and pool our knowledge of adverse 
reactions (ADRs). However, cases like Avandia 
and Mediator have made it clear that the current 
system needs further improvement. This was 
why the EU has brought in two new sets of laws 
to improve standards: the first in 2009 a major 
overhaul of the pharmacovigilance system and 
the second, earlier this year, a set of more limited 
changes to close loopholes which emerged out of 
the Mediator scandal.    

It became clear in the course of the legislative 
process that change was needed.  Europe 
lagged behind the US in terms of transparency 
about decision making, regulators struggled to 
ensure that drug companies carried out post 
authorisation safety studies as required and 

patients were not being given full information 
about their medicines or encouraged to report 
side effects to healthcare professionals and regu-
lators. My main priority in the negotiations was to 
close these gaps.  

Taking the main piece of legislation first,  the  
changes agreed by MEPs and Ministers include 
a major structural overhaul of decision making 
procedures on drug safety at EU level. A new 
Pharmacovigilance Risk Assessment Committee 
(PRAC) now oversees all aspects of medicines 
safety. Much more powerful than the working 
party which preceded it, there is a clearer sepa-
ration of duties from the authorization process for 
medicines and its membership  includes not just 
experts, but representatives of patients and heal-
thcare professionals.   

In terms of patient information, there are also 
major changes. Systems to allow direct patient 
reporting of ADRs - without relying on the inter-
mediary of a healthcare professional - are being 
set up in all Member States. Currently, only 7 
countries allow this, but evidence shows that 
information gleaned directly from patients is 
equally if not more valuable than that from heal-
thcare professionals. Patients will know to be 
more vigilant when they are prescribed a  new 
medicine since these medicines will be placed on 
an "additional monitoring" list and identified by a 
black symbol, probably an upside down triangle. 

Some 70% of reported ADRs to medicines in the 
UK are linked to new products. Transparency 
will be further improved by the creation of Web 
Portals in each country which will serve as a one 
stop shop for patients on all aspects of medicines: 
product information, summaries of company 
information, protocols of follow-up safety studies 
(PASSes), minutes of PRAC meetings and decla-
rations of interest of who sits on the PRAC. The 
public will also be given some access to infor-
mation held on the Eudravigilance database so 
they can check ADRs for the medicines they have 
been prescribed.      

The 2009 revision would have stopped there 
had it not been for the Mediator scandal which 
broke several months later. Mediator was a drug 
widely prescribed for diabetes, mainly in France, 
Italy and Spain. Though potential safety issues 
were raised by some national regulators and a 
post authorisation study requested in 2000, it 
took years before the study was delivered and 
the product finally withdrawn from the market 
in 2009. Though a Court case is still pending 
in France, the European Commission decided 
to carry out a stress test on the 2009 changes 
and recommended 3 further changes to EU phar-
macovigilance law to close potential loopholes.   
The first, an automatic urgent review at EU level 
if there are safety concerns about a medicine, 
removing the Member State discretion which 
led to inaction over Mediator. Second, an obli-
gation on companies who voluntarily withdraw 
a medicinal product from the market - whether 
in the EU or elsewhere in the world - to declare 
the reasons to regulators. Thirdly, all medicines 
which are subject to post authorisation safety 
studies will be included on the "additional moni-
toring" list and labelled accordingly with the black 
triangle. 

Now that the laws are in place, it is up to regu-
lators, companies and the new PRAC to make 
them work and legislators to monitor their 
implementation. The effectiveness of medicines 
depends on public confidence. The improved 
transparency in the new system should, I hope, 
contribute to building that confidence and 
improving our safety record. ■

Safety First - How New Drugs Legislation Puts Patient Safety  
Top of Agenda

Linda McAVAN
MEP, Group of the Progressive Alliance of Socialists and Democrats in the European Parliament, United Kingdom 
Rapporteur of the ENVI Committee on the Environment, Public Health and Food Safety 

In my view, the Mediator disaster provides 
further proof of the need for an integrated 
European policy on medicines. European 

pharmacovigilance makes a more far-reaching 
approach possible: a suspicious case of adverse 
reaction may not give rise to any doubts on a 
national scale. However, when multiplied by 
twenty seven, the picture becomes clearer. The 
pooling of data at the European level will make it 
possible to detect any medicines whose harmful 
effects outweigh their benefits for patients as 
quickly as possible.

European legislation on pharmacovigilance was 
reviewed in September 2010. The objective is to 
consolidate the European system of detection 
and assessment of potential problems with 
medicines in all of the Member States of the 
European Union. These regulations should make 
better knowledge of adverse reactions possible 
thanks to the development, within the European 
Medicines Agency, of the EudraVigilance 
database, which is set to become the sole 
data collection and consultation point for all 
information connected with medicines. Holders 
of marketing authorisations (MA) are responsible 
for recording all suspected adverse effects, and 
are invited to facilitate the centralisation, updating 
and dissemination of this data by means of 
the European database. This will thus allow 
improvement in communication between the 
authorities concerned. The capacity of national 
authorities to reassess benefit-harm-risk profiles 
– by assimilating any new signals and data in 
a responsive manner – will also be improved, 
allowing them to adapt the information to be 
supplied to health professionals and patients 
accordingly. The European Medicines Agency 
and the national agencies of the 27 Member 

States are set to work much more closely together 
in the future. I have underlined the importance 
and advantages of Marketing Authorisations 
(MA) for putting safer medicines in place in the 
European market on several occasions.

The French authorities need to adapt the pharma-
covigilance process to present and future chal-
lenges, by implementing European legislation 
on pharmacovigilance as quickly as possible, 
in order to keep an eye on our medicines in an 
ever more effective manner and restore citizens’ 
confidence. 

In the wake of the Mediator scandal, on Tuesday 
11th September 2012 the European Parliament 
once again adopted new amendments to this 
European legislation. 

Stress testing conducted at the European level 
has made it possible to improve methods for 
detecting adverse effects produced by authorised 
medicines, assessing problems and facing up to 
them. 

The new rules provide for the introduction of 
automatic emergency procedures: in particular 
an EU safety assessment, including withdrawal 
of products at the European level, for example, 
in cases where a Member State has to withdraw 
a medicine from the market. This procedure will 
also be set in motion in cases where a company 
decides not to renew a marketing authorisation 
because of safety concerns.

We have thus addressed the various weaknesses 
ascertained, thereby consolidating openness and 
communication of information with regard to the 
safety of medicines.

However, in my opinion one weak point still 
remains. I regret that this new legislation does 
not address the central question of off-label 
prescriptions outside of the marketing authori-
sation framework, which in reality represent 15 to  
20 % of all prescriptions, or even more in certain 
domains (paediatrics, psychiatry and cancer 
amongst others). Indeed, Doctors can be led to 
prescribe off-label use of medicines where other 
treatment solutions for a given pathology are 

limited or non-existent. 

Although this type of prescription can therefore 
prove useful, it is not without risk, since it is made 
outside of any validation by the health autho-
rities.  Above all, from the point of view of phar-
macovigilance, it does not lead to a great deal 
of reporting of information on adverse effects on 
the part of health professionals, who fear that this 
data might be used to establish their liability. 

It is a shame that my proposal to give a mandate 
to the European Medicines Agency, to develop 
guidelines on this point in collaboration with the 
national authorities concerned, was not taken up 
in the final compromise. Stricter supervision of 
this type of prescription would make it possible 
to maintain the balance between the necessity of 
avoiding inappropriate use of medicines and the 
need to make up for gaps in the available thera-
peutic solutions, in order to meet specific medical 
needs. 

It should be remembered that Mediator was often 
used (one case out of five) outside of its indi-
cations. Present levels of monitoring of off-label 
prescriptions are insufficient for determining its 
extent and drawing lessons therefrom, in order 
to contribute to consolidating health security.  
For this reason, it is necessary to organise 
detection and monitoring of off-label prescription 
of medicines throughout their lifespan, backed up 
by a centralised mechanism for the collection and 
processing of data, whatever its origin (health 
insurance, health industry, pharmacovigilance, 
clinical research etc.).

Finally, I believe that it is important for France to 
initiate a thought process within the European 
Union, in order to bring about changes in the 
criteria for granting marketing authorisations. 
Although it is clear that the notion of benefit-harm-
risk should remain a central element in marketing 
authorisations, it is necessary to supplement it 
with a requirement for therapeutic progress with 
regard to new medical products. Indeed, in order 
to meet citizen’s expectations, medicines need to 
provide both real value added and better thera-
peutic treatment. ■

Making Holders of Marketing Authorisations (MA) for Therapeutic 
goods More Accountable at the European Level

Françoise gROSSETêTE
MEP, Group of the European People’s Party (Christian Democrats), France 
National Secretary of the UMP in charge of European health and health security policies

© Inserm
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Born in 1995 after a few years of political 
and organisational gestation, the 
European Medicine Agency has steadily 

evolved, from a strategic point of view, into a 
real central medicine agency for all Member 
States. 

In the course of the last decade, 
Pharmaceutical industry has increasingly 
taken the path of the Central Authorisation 
process, aiming at accelerating the time 
between completion of drug development and 
availability of the newly developed drug to as 
many patients as possible. 

This has certainly been, overall, a success of 
the European Union of which Jean Monnet 
and the other visionary fathers of Europe 
must be proud of.

Once a drug had been approved, Member 
States, and the Market Authorisation Holders, 
have been following guidelines, encom-
passing all aspects of pharmacovigilance 
and risk management. These include regular 
updates of the safety profile as defined by the 
1996 ICH E2C guidelines, with concomitant 
update of the Risk Management Plan. The 
latter has increasingly developed into a key 
submission and post-authorisation main-
tenance document.  It serves the distinct 
purpose of defining the Risk side of the 
Benefit:Risk and how the MAH, in agreement 
with EMA and the member states, would 
further evaluate and characterize risks and 

how these risks would be managed  with 
practical interventions. 

The limitation we experienced at 
Celgene with our Risk-Management- 
intensive-medicines is that, once a base RMP 
was approved at EMA level, each member 
state was entitled to build upon it, adding 
specific and individual requirements on how 
to control distribution or evaluate minimisation 
measures effectiveness. This has made the 
European risk management operational 
environment a very complex one.

The role of the EEA Qualified Person for 
Pharmacovigilance, aside from the Qualified 
Persons of the individual member states, 
has created a visible, if not yet unified, 
framework of accountability of MAHs towards 
the European Union for all that concerns 
pharmacovigilance and risk management for 
approved drugs. With all the criticism and 
limitations that we can find, this as well has 
been a very positive improvement towards 
clarity and commonality of intent.

And finally here we are, after years of debate, 
and under extremely challenging economics 
circumstances, the new Regulation (EU) 
No 1235/2010 and Directive 2010/84/EU, 
have come into force in July 2012. We all 
pharmacovigilantes of both the industry 
and the regulatory agencies have had high 
expectations, maybe to high. 

At an industry level, we hoped for instant 
simplification of the pharmacovigilance 
reporting, with rapid switch to EU-wide 
reporting to Eudravigilance only. 

We also hoped for a further, global 
harmonisation of periodic safety reporting, 
with one document fits all everywhere in the 

world. We hoped for a continuous, transparent 
communication between the agency and the 
MAH on the Benefit:Risk of medicines, with a 
reduced risk for urgent or local actions. 

For the Risk Management environment we 
had hoped for a simplified document, not 
too dissimilar from the FDA REMS. We also 
wished to see a stronger centralisation for the 
risk management intervention measures, with 
one size fits all, across all the member states, 
very much like what some financial institutions 
are looking for, a unified risk management 
within the European Central Bank hands.

Finally, like for financial institutions, we 
hoped for better visibility of the great fruits 
that the partnership between EMA and 
pharmaceutical industry is bearing for the 
benefit of patients, improving the efficacy of 
our healthcare systems across Europe with 
better medicines.

What we see in the new directive and 
regulation, and in the recent guidelines, is a 
great deal of change in the expected direction, 
albeit with a slower than hoped pace and 
some noticeable disappointment. 

The plan for Eudravigilance is indeed to 
become the single central repository of 
Adverse Drug Reactions, but by 2015, much 
later than hoped for, still it’s there.

The new PSUR becomes a full Benefit:Risk 
evaluation, that the new Parmacovigilance 
Risk Assessment Committee will evaluate 
along with PASS studies as defined in the 
RMP. Agenda and minutes of the PRAC 
meetings will be publicly available, with some 
meetings actually set as public hearings. 
This does indeed resemble a continuous 
and transparent evaluation process. How the 

The New Pharmacovigilance Legislation - a Pharmaceutical 
Company’s Point of View 

new EMA PSUR will align with the Periodic 
Benefit:Risk Evaluation Report of the currently 
discussed new E2C(R2) ICH guideline is yet 
to be seen. Signs and symptoms are good.

The new PV System Master File requires 
a major effort for companies now, but it 
will make life easier for both industry and 
agency once set up and refined, with a living 
repository of all details related to the way 
we operate and function. This means more 
constant work by the QPPV team, with fewer 
peaks due to updates, overall making better 
use of highly qualified personnel time. A little 
minute change in the definitions within the 
QPPV role describes now a Country Drug 
Safety Contact Person, not a Reference 
Person anymore. This seems to be a sign to 
Member States that the QPPV should really 
now be one and sole, with clear functional 
accountability for the entire EEA region. With 
this, we envisage a further simplification, with 
perhaps only EMA drive inspections carried 
out by a combination of MS inspectors, as we 
have seldom experienced so far. 

Risk Management remains a pillar of our 
collective ability – EMA and MAH – to make 
medicines, with potentially complex and 
delicate Benefit:Risk profile, available to 
the public. The substance doesn’t change, 
although the burden for MAHs in terms of 
drug exposure data, control of off-label use, 
monitoring of special events, places the bar 
high for smaller companies, and the need 
for specialized expertise within the company  
a challenge, given the scarcity of qualified 
personnel. 

In terms of guidelines for implementation of 
Risk Minimisation Measures, there is no clear 
sign of full unification or simplification, and 
we can still expect each MS to apply local 
rules, unless the CHMP and PRAC requires 
a unified implementation approach in each 
RMP under review, in a case-by-case fashion. 
This seems to be a lost opportunity. 

Still, in the Risk Management environment, 
the ability to impose PASS (Post Authorization 
Safety Studies) and PAES (Post Authorization 

Efficacy Studies) opens the possibility for real, 
provisional, early approvals. In addition, the 
changes in SmPC structure, from the black 
symbol to secion simplification, may further 
help to make risks and their management 
measures clearer to prescribers.

In conclusion, most of the novelties introduced 
by the new legislation are yet to be tested, 
in-primis the functioning of PRAC, it’s speed 
and quality in assessing medicines, and its 
relationship with both CHMP and  MAHs. Only 
time will tell.

Very much like the ECB mentioned earlier, led 
by Mario Draghi, the EMA is currently led by 
an Italian expert, Prof. Guido Rasi. Let’s hope 
that once again from the land of Michelangelo, 
Enrico Fermi, but also of Ferrari’s, the 
EMA finds renewed energies towards fast 
evaluation of medical innovation and a strong 
drive for even further unification. ■

Ferdinando E. VEgNI 
MSc MD PhD DLSHTM, Head for Europe & Asia Pacific,  
Global Drug Safety & Risk Management, Celgene International
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Medicines are special. They can save 
lives, improve quality of life, delay the 
progression of a disease and prevent 

complications; but they can also cause harm 
and death. As recognized experts in medicinal 
products1 and as patient advisors, community 
pharmacists have a key field role to play in 
the safety of medicines.

Pharmacists’ core responsibility is to provide 
safely the right medicine to the right patient at 
the right time. From a practical point of view, 
this means that they ensure the integrity and 
high quality of medicines. But beyond this, they 
manage the patient’s medication use process 
in order to ensure that appropriate therapeutic 
outcomes are achieved.

Community pharmacists are frontline health 
professionals, available without prior appointment 
and almost everywhere, including rural and 
deprived areas. As the European population 
ages, pharmacists especially play a growing 
role in supporting and counselling chronic and 
polymedicated patients. Consequently, many 
European pharmacists have developed new 
services such as individual Medication Use 
Reviews. In France, a personal Pharmaceutical 
record, recording all recently delivered medicines, 
helps fighting against potentially dangerous 
medicines interactions.

An important part of the role of community 
pharmacists in the safety of medicines is 
obviously to encourage patients to be vigilant, 
as well as to report the adverse reactions of 
pharmaceutical products to the competent 
authorities. Indeed, while some of the risks are 
known about when a medicine is first licensed, 
some information only comes to light later as 
more people use the medicine.

More than 75% of medicines are prescribed 

in the primary care setting and therefore 
dispensed by the community pharmacists. 
Effective reporting of ADRs by the community 
pharmacists is thus an essential aspect of the 
pharmacovigilance system. It is worth noting that 
out of all the health professions, pharmacists 
have the largest degree of interaction with 
European citizens2. Pharmacists also frequently 
come into contact with patient groups that are 
not routinely involved in clinical trials, for ethical 
and/or practical reasons (e.g. pregnant women, 
children, elderly people and people using many 
drugs simultaneously). Given their personal link 
with patients3, pharmacists are in a position to 
help them understand the importance of reporting 
adverse drug reactions and to produce reports of 
high quality.

For example, in the Netherlands, pharmacists are 
responsible for 40% of reports sent to the National 
Medicines Agency. These reports have their own 
characteristics and complement reports received 
from physicians: Dutch community pharmacists 
report more on eye and skin diseases because 
these disorders are more likely to be observed 
and they also have a special role to play in 
the reporting of ADRs of the non-prescription 
medicines. The reporting in the Netherlands is 
assisted by the fact that pharmacists are able 
to access the medication record of the patient 
and derive crucial information about patient’s 
medication history.

The pharmacists’ role in the community implies 
that their spontaneous reporting of suspected 
adverse reactions to medicines will remain a 
key element of effective pharmacovigilance, 
along with information from doctors and patients. 
Pharmacists are ready to play their part in 
ensuring that medicines benefits are maximised 
and their risks minimised.

Therefore the pharmacy profession heartily 
welcomed the 2010 directive and regulation on 
pharmacovigilance which became applicable 
last July.

ADRs are generally underreported in Europe, 
and this is partly attributable to unclear means 
and procedures for making such reports. 
Analysis and follow up has sometimes 
been hampered by unclear and overlapping 

divisions of responsibilities between EU and 
national competent authorities. Additionally, 
there was a lack of explicit recognition of the 
need to involve health professionals in the 
follow up of ADR reports, which discourages 
spontaneous reporting and wider participation in 
pharmacovigilance process.

The 2010 directive is a major step forward. It is 
especially valuable from a pharmacist’s point 
of view as it states that Member States may 
impose specific obligations for pharmacists in 
the reporting system. National Pharmacists’ 
Associations may also be involved in the 
consultation regarding the tasks assigned to 
pharmacists in the pharmacovigilance system. 
Additionally, pharmacists will be consulted in the 
future eventual revision on the PIL and SMPC 
content and the new EMA Pharmacovigilance 
Risk Advisory Committee (PRAC) will have a 
healthcare professional representative. All in 
all, the 2010 directive offers a stronger reporting 
framework for health professionals while 
introducing direct reporting by patients, creating 
an opportunity for pharmacists and patients 
to work more effectively together to improve 
medication safety.

Now that a number of regulatory issues have 
been addressed at EU level, the profession is 
willing to act at national level in order to raise 
awareness and support IT tools that can make 
reporting easier and strengthen communication 
with the patient – access to the medication 
record of the patient is a crucial issue. We also 
need to promote collaborative care approach and 
practice-based training in order to make reporting 
by pharmacists higher. Pharmacists remain 
committed to improve the conditions of their 
daily practice and interaction with patients, 
while looking forward to the success of the 
implementation of European law. ■

The Role of Pharmacists in the Safety of Medicines

Isabelle ADENOT
President of the French Chamber of Pharmacists and of the Pharmaceutical Group of the European Union (PGEU)

1.  EU Directive 2005/37/EC.
2. The frequency of pharmacy visits is in fact double 
that of doctor visits, according to Delivering Enhanced 
Pharmacy Services in a Modern NHS: Improving 
Outcomes in Public Health and Long-Term Conditions. 
Target paper of The Bow Group.
3. Pharmacists were ranked “3rd Most trusted profession” 
by the Reader’s Digest in 2010.

Patients’ safety has been at the center of the 
most recent legislative developments in 
the field of pharmaceuticals at a European 

level. The updated European pharmocovigilance 
framework notably demonstrated that our Union 
has been able to address promptly the gaps and 
loopholes identified following the Mediator case 
in France. One might say that the prominence 
of patient safety concerns in our debates leads 
to an overburden of regulation, but it is crucial 
to maintain this principle as an essential priority, 
keeping in mind that quality and safety are a 
pre-requisite to ensure the trust of citizens in the 
medicines they take and, ultimately, in the insti-
tutions responsible for guaranteeing the highest 
level of health and safety for all of them.

Another example of a successful legislative 
development in the field of patient safety is the 
adoption and ongoing implementation of the 
Directive on counterfeit medicines. This new 
piece of legislation is to reinforce the security of 
the legal supply chain, ensure the full traceability 
of each individual package and improve control 

at EU external borders for medicines import. 
We should definitely welcome this new tool to 
combat counterfeiting of medicines in Europe, as 
well as the amendment made by the European 
Parliament to the Commission’s proposal - and 
which have been successfully included in the 
final legislative act - notably when it comes to the 
reinforcement of measures regarding the sales of 
medicines on the Internet.

But we should certainly not rest on our laurels, 
and wonder if we are - or will be - successful 
in effectively addressing the counterfeiting of 
medicines through this sole piece of legislation. 
When carrying out an impact assessment prior 
to the publication of its proposal, the European 
Commission estimated that only 1% of medicinal 
products currently sold to the European public 
through the legal supply chain are falsified. So 
what are we doing about the other 99%, which 
main sources of entry are the Internet sales 
and parallel or illegal distribution networks? Will 
the new administrative and technical provisions 
aiming at securing the legal chain of supply have 
an impact on organised networks producing and 
distributing falsified medicines? In other words, 
are we tackling the real issue here and are we 
addressing the problem as a whole?

It seems to me that the new Directive is not 
enough to combat a criminal activity such as the 
counterfeiting of medicines. Let’s face it; we have 
never seen organised crime and counterfeiters 
give up in front of a new administrative procedure 

or a brand new hologram! 
The counterfeiting of medi-
cines is an activity which 
should be considered and 
addressed as an organised 
crime activity: there are 
networks, it creates reve-
nue and counterfeiters will 
always find a way to bypass 
legal and technical require-
ments aiming at ensuring 
the security of pharma-
ceutical products. Further-
more, counterfeit medicines 
which can have dramatic 
implications for the health 

and life of patients or consumers remains a 
low-risk, high-profit activity since prosecution is  
burdensome, sanctions are weak and inter-state 
cooperation is deficient.

Of course, the new Directive is a good step but 
it still needs to be complemented by a policy 
action which would really harm and dismantle 
crime organisations: we still need an enhanced 
judicial, police and custom cooperation tackling 
counterfeit medicines. We’ve seen the EU taking 
effective and coordinated measures to fight drug 
trafficking or alcohol smuggling for example. This 
should be the case as well for the counterfeiting 
of medicines, and I hope the Commission will 
continue in this field and suggest complementary 
initiatives, in order to address the reality of this 
issue. So far, it seems to me that - as for many 
other dossiers - we haven’t used the full potential 
of the EU policy tools at our disposal. 

The adoption of the Council of Europe 
"Medicrime" convention in December 2010 is a 
significant step in the right direction to effectively 
combat organised crime networks involved in the 
counterfeiting of medicines. It is essential that the 
European Union support this initiative, ensure 
that all its Member States become signatories 
(which is still not the case at the moment) and 
that the Convention itself becomes a reality in the 
field. 

Protecting patients’ safety definitely requires all 
our effort to develop the adequate legislative to-
ols at national, European or international levels. 
But, when it comes to counterfeit medicines, we 
also need the political will and impetus, to fight, 
through effective and concrete cooperation, orga-
nised crime activities which are putting at risk the 
lives of hundreds of thousands of people across 
Europe. It is essential that we do not consider 
the job as "done" with the adoption of a new EU 
Directive, and that the European Union, together 
with other international organisations such as the 
Council of Europe, keep on leading this fight to 
effectively protect patients in Europe. ■

A New Directive Does not Mean the End of Counterfeit Medicines: 
let’s expand our fight for patients’ safety and consumer protection

MEP, Group of the Alliance of Liberals and Democrats for Europe, Bulgaria
Antonyia PARVANOVA
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Independent assessment of the effec-
tiveness and safety of treatments is a 
major challenge for patients, healthcare 

professionals and health authorities in charge 
of marketing authorisation, pricing and  
reimbursement. Evidence-based medical 
practice requires careful collection and 
analysis of safety data, as well as compa-
rative effectiveness research on healthcare 
strategies. As size matters, Europe must join 
forces to structure its research capacity and 
to run multinational studies, taking advantage 
of its population size and medical expertise. 
This includes optimal use of electronic 
health records and registries, observational 
studies designed to identify adverse effects 

oftreatments (pharmacoepidemiology), and 
clinical trials comparing the effectiveness and 
safety of established treatment regimens.

Detection of safety signals

Spontaneous reporting of adverse events by 
healthcare professionals or patients helps 
detect safety signals for marketed drugs. 
Signals are analysed by the manufacturer, 
and by health authorities who can analyse 
these signals over a class of medicines. 
The European Medicines Agency (EMA) 
has established a pan-European database 
(EudraVigilance), allowing detection of safety 
signals at the European level (adverse events 
occuring during the clinical trials are also 
collected and analysed in a specific module, 
EudraVigilance Clinical Trial Module).

This procedure however, is hampered by 
under-reporting of adverse events. Moreover, 
it is difficult to identify as an adverse effect 
any event occuring late after exposure to the 

drug – as for the valvular diseases related to 
the anorectic agent benfluorex. 

Pro-active detection 

Active pharmacovigilance is therefore needed 
to detect, identify and measure potential 
adverse effects of treatments, based on 
observational (pharmacoepidemiology) or 
interventional studies (clinical trials). 

In observational studies, cohorts of patients, 
whose treatment is not assigned by the 
protocol, are followed to detect and measure 
the occurrence and severity of adverse 
effects. Pharmacoepidemiology studies 
may use specific cohorts, developed for the 
purpose of the post-marketing follow-up of 
treatments, or data collected from already 
established patient cohorts. 

The vast majority of cohorts are currently 
national, and Europe must define a strategy 
to foster the development of multinational 
cohorts as infrastructures for biomedical 
research, avoiding duplication of under-
powered national programmes. 

Risk-management plans associated with 
marketing authorisation may require post-
authorisation safety studies (PASS) funded 
by the manufacturer. The EMA has esta-
blished a European network of centres for 
pharmacoepidemiology and pharmacovi-
gilance (ENCePP1) to support proactive 
pharmacovigilance and multinational obser-
vational studies, providing access to expert 
centres and guidelines for the conduct of such 
studies. 

However, there is also a need for independent 
studies initiated by investigators, healthcare 

Europe Joins Forces to Better Evaluate the Effectiveness and 
Safety of Treatments

professionals and health authorities, requiring 
public funding to epidemiological studies 
able to detect adverse effects of treatments. 
Combining data from health registries or 
electronic health records with prescription 
databases is another powerful source to 
detect safety signals. Access to such data 
varies between countries, however multi-
national collaboration should be an objective 
for health authorities. 

Health authorities have decided to fund 
observational safety studies in some 
countries. The French agency (ANSM) 
recently launched a call for research projects 
on drug safety initiated by independent inves-
tigators2. Coordinated national policies, and 
an initiative from DG Health and Consumers 
should promote the funding of multinational, 
independent safety studies.

Interventional studies

Clinical trials, in which the treatment is 
assigned by the protocol, represent an 
alternative approach to assess the safety 
of treatments. Although they usually include 
less patients than observational studies, 
randomised trials on marketed products 
provide stronger evidence, establish causal 
links, and perform a comparative assessment 

of safety and effectiveness of multiple 
treatments in a given disease. This meets the 
objective of patients, health professionals and 
health authorities: which is the best treatment 
option (in terms of efficacy, safety and cost) 
for a disease, a group of patients, or a patient?

Conducting independent, multinational trials 
in Europe, is the main objective of ECRIN3 
(European Clinical Research Infrastructure 
Network), coordinated by INSERM. As a 
distributed infrastructure, ECRIN coordinates 
its national partners (networks of clinical 
research centres / clinical trials units) to 
manage multinational trials.  It also fosters the 
development of pan-European investigation 
networks in various disease areas.

The NIH launched a programme for compa-
rative effectiveness research, whereas many 
European countries developed funding 
sources for independent trials. In Italy, 
the medicines agency (AIFA) launched a 
programme supporting trials relevant to 
evidence-based decisions regarding the 
risk/benefit assessment of marketed drugs. 
In 2011, the FP7 Health Priority started 
a funding programme for multinational,  
investigator-driven trials and comparative 
effectiveness research. However this 
European funding remains restricted to 

selected disease areas. Combining national 
funding sources, or making national funding 
available for multinational trials would be an 
optimal solution to facilitate pan-European 
trials, rapidly recruiting enough patients to 
reach statistical power. In addition, health 
authorities should be invited to determine 
funding priorities in line with major health 
challenges.

The capacity to run multinational trials in 
Europe may also lead to propose an inde-
pendent assessment of medicines upstream 
to the marketing authorisation. The last 
Innovative Medicines Initiative (IMI) call 
covers the development of new antibiotics4 
through a public-private partnership, and 
will develop the capacity of public partners 
to conduct registration trials. Such capacity 
could later be used to conduct multinational 
trials in Europe, independent of the manu-
facturer, as part of the registration of new 
medicines. ■

Professor André SyROTA 
CEO and Chairman of Inserm (French National Institute of Healthand Medical Research) and 
Chairman of Aviesan (French National Alliance for Life Sciences and Health)

2. http://ansm.sante.fr/L-ANSM2/Appels-a-projets-
de-recherche/Appel-a-projets-2012-Resultats/
(offset)/0
3. www.ecrin.org
4. http://www.imi.europa.eu/content/6th-call-20121. www.encepp.eu

© Inserm/Patrice Latron

© Inserm



22     T h e  e u r o p e a n  F i l e s T h e  e u r o p e a n  F i l e s      2 3

pharMacovigiLance aS a guaranTee of The SafeTy of 
MedicineS

Patient safety is a key priority for 
EPF since its establishment and 
a key pillar of EPF’s vision of 

high quality, patient-centred, equitable 
healthcare for all patients across the EU. 
EPF aspires to build a “patient safety 
culture” encompassing all aspects of 
patient safety, including medicines safety. 
Such a culture acknowledges the central 
role played by patients themselves. In 
medicines safety, direct patient reporting 
of suspected adverse drug reactions is 
both a critical tool to improve safety, and 
a strategy to empower patients to become 
active partners in their own healthcare.

Errors in healthcare are frequently related to 
failures of the system rather than individuals. 
Rather than blaming and shaming, EPF 
believes all actors should work together to 
enable healthcare environments to become 
learning organisations, which encourage 
openness and transparency around adverse 
events and near misses in order to better 
prevent them. This requires building a 
“patient safety culture” where patient safety 
and quality of care is everyone’s business 
and therefore a joint effort including individual 
patients, patients’ organisations, healthcare 
professionals and all other relevant health 
stakeholders. 

Pharmacovigilance is the system used to 
monitor the safety of medicines after they are 
authorised for public use, including actions 
to reduce risks and increase benefits. Before 
being authorised and coming to patients, 
medicines are tested for safety and efficacy in 
clinical trials. However, trials are necessarily 
limited in time and in number, and patients 
involved in them are selected according to 
certain criteria. Thus, trials are an ‘artificial’ 
environment and are not representative of 
real-life use. Once on the market, medicines 
are used by a far greater number of people, 
in different circumstances, and some side 
effects can emerge only after a prolonged 
period of use. 

The detection, assessment, understanding 
and prevention of adverse drug effects 
(ADR) or other drug-related problems is key 
to pharmacovigilance. Reporting suspected 
ADRs is crucial: they are estimated as the fifth 

largest cause of deaths in hospital. Moreover, 
reports bring further knowledge that is crucial 
for the safe use of a medicine. Yet only around 
10% to 25% of all adverse reactions are 
reported. The reasons include underreporting 
by healthcare professionals, and sometimes 
reluctance on the part of patients to report 
suspected adverse reactions to their doctors. 
This is why spontaneous, direct patient 
reporting plays a key role. 

Patients are in the best place to know the 
effects of a medicine on their body, mind and 
daily life. The patients’ direct experience is 
referred to as “experiential knowledge” and 
it is recognised as an important complement 
to scientific knowledge. Experience of direct 
patient reporting in those countries where it 
is already in use, shows that patient reporting 
is of equal quality as health professional 
reporting, and actually adds value through 
the unique perspective of users – often 

Encouraging Direct Reporting of Adverse Drug Reactions 
to Enhance Patient Safety and Patient 
Empowerment

different from the health professionals. As a 
result, some ADRs can be detected earlier, 
new ADRs can be identified, and the impact 
of ADRs on the patient is better understood. 
Moreover, direct reporting can be a powerful 
way for patients to take control of their medical 
care. Reporting is therefore not only a crucial 
tool for better medicine safety, but also a 
critical strategy for patient empowerment. 

EPF was pleased that the recent EU 
Pharmacovigilance legislation put patient 
safety and empowerment at the centre, by 
making it mandatory to implement direct 
patient reporting in all EU Member States, 
and giving the public access to the central 
EU database of adverse reaction reports, 
Eudravigilance, through a new portal  
(www.adrreports.eu) launched in June 2012.  
The database will become the one single 
collection point for all suspected adverse 

reactions in the EU, including data on 
overdoses, misuse, abuse and medication 
errors. Patients everywhere in the EU will 
be able to report directly to their national 
regulatory bodies if they suspect they 
have an adverse drug reaction; this means 
patients will no longer be obliged to rely on 
healthcare professionals to submit reports 
to the authorities. The reports received at 
national level are submitted to EudraVigilance 
electronically. Member States will also 
be obliged to set up national web-portals 
with information to patients and the public 
concerning medicines safety. 

EPF has published a guidance document for 
patient organisations and recommendations 
for a patient-centred implementation of the 
EU pharmacovigilance rules, to support our 
members’ engagement at national level. 
We will continue to monitor carefully the 

implementation of the new rules, and to 
address medicines safety in the wider context 
of patient safety, as a strategic priority. Our 
activities include participation in a three-year 
Joint Action on Patient Safety and Quality of 
Care (www.pasq.eu), launched in April 2012, 
where EPF is a stakeholder partner focusing 
on patient empowerment and involvement in 
safety and quality, and identification of good 
practices in patient involvement in patient 
safety. EPF will also continue to contribute 
to the European Commission’s Working 
Group on Patient Safety and Quality of Care1, 
and to joint activities with the European 
Medicines Agency (EMA) on issues such as 
pharmacovigilance and falsified medicines. ■

Nicola BEDLINgTON 
Executive Director of the European Patients’ Forum

1. http://ec.europa.eu/health/patient_safety/events/
index_en.htm
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The French and European health safety 
systems were set up in the wake of the 
major crises which have rallied public 

opinion and governments in recent years.

The French blood agency (EFS, Etablissement 
Français du Sang) and the French Agency for 
the Safety of Health Products (AFSSAPS, 
Agence Française de Sécurité Sanitaire des 
Produits de Santé) were created after the 
tainted blood and growth hormone crises 
respectively.

The so-called Mediator affair was a major 
upheaval whose impact shook not only the 
Agency for the Safety of Health Products 
but was also felt as a real trauma by French 
society as a whole, still under the shock of the 
tainted blood scandal. This crisis led to the Act 
of 29th December 2011, which established a 
new medicines agency, the French National 
Drug and Health Products Safety Agency 
(ANSM, Agence Nationale de Sécurité du 
Médicament et des produits de santé), offi-
cially set up on 1st October last year, and 
reformed relations between outside experts 
and the pharmaceutical industry.

The reform of the agency was intended to 
address the dysfunctions identified by the 
various working groups set up by the Ministry 
and the French Parliament and, in particular, 

the extremely close links between the health 
industry and the agency responsible for 
assessment and control of safety, as well 
as the absence of supervision of the ties 
between outside experts and laboratories, 
amongst other issues.

Thus the agency’s administrative organi-
sation, under which the management of 
cases was divided into two separate frame-
works for before and after the obtainment of 
marketing authorisations (MA) respectively, 
caused a schizophrenic approach to mana-
gement which sometimes led to inappropriate 
decisions and allowed cases such as the 
Mediator affair to develop.

One of the first effects of the reform was  
reshaping the national agency, which went 
far beyond changing its name, its director and 
the management of each of its operational 
departments. Far-reaching internal measures 
involving 80% of the staff thus made it 
possible to defuse situations of conflict on 
the one hand, while re-motivating staff on the 
other. Duties were newly allocated within the 
new organisation on the basis of information 
collected on individual preferences.

All of the agency’s departments henceforth 
have to comply with the requirements of 
openness and internal and transverse 
communication. What is referred to as 
a matrix form of organisation has been 
put in place: the 8 Product departments, 
dedicated to specific therapeutic fields, will 
be crossed with the 4 Professional Processes 
departments, each having jurisdiction in the 
fields of law, assessment, information and 
quality respectively.

This mode of organisation will make it 
possible to open the system’s various actors 
to the outside world, while ensuring that infor-
mation is passed on in a more fluid manner. 
Beyond organisational measures, the agency 
has acquired new tools such as an epide-
miology centre with its own specific activities.

The principle of expertise has been main-
tained, for its part, by means of the creation of 
8 committees. The most far-reaching change 
has been the merging of the marketing autho-
risation and pharmacovigilance committees 
into a single benefits-risks committee.

The creation of this committee, which is 
directly in line with the reorganisation of the 
agency’s departments, will allow a more 
coherent approach to benefits-risk ratios for 
the various products.

These committee discussions are recorded 
and their reports, which set out any conflicting 
opinions, are made public. Another important 
innovation is the vesting of the agency with 
the power to exercise a priori control of adver-
tising, whereas it previously only exercised 
such control after the event. With regard to 
the management of ties between the phar-
maceutical industry and outside and internal 
experts, particularly rigorous measures have 
been implemented. Thus, all managers and 
experts are legally bound to publish and 
update personal declarations of interest for 
the previous five years. The agency manages 
the presence of experts in the various 
committees in an extremely rigorous manner.

Over the last 10 years the European 
Commission embarked upon a vast reform 

The Safety of Medicines, a European Requirement:  
Drawing Lessons from the Mediator Affair

of the pharmacovigilance system, which 
culminated in Directive 2010/84/EU of the 
European Parliament and of the Council 
amending, as regards pharmacovigilance, 
Directive 2001/83/EC on the Community code 
relating to medicinal products for human use.

France’s participation in the preparation of 
this reform was not always very effective, 
in particular with regard to the elaboration 
of the EudraVigilance database. Its various 
centres of competence in pharmacovi-
gilance and pharmacoepidemiology were 
little involved in the European Network of 
Centres for Pharmacoepidemiology and 
Pharmacovigilance (ENCePP).

Similarly, the answers given by French 
centres to calls for tenders from the Innovative 
Medicines Initiative (IMI) fell short of the mark.

The reform of French policy with regard to 
pharmacovigilance will lead to a consolidation 
of the agency’s influence within the EMA, 
and with regard to the PRAC in particular; 
and all the more naturally since the Mediator 
affair made it possible to test and adapt the 
new European legislation with regard to 
pharmacovigilance.

Closer contacts will be established with 
the European Commission and with the 
DG-SANCO in particular. Collaboration with 
other international organisations such as 

the WHO, the United Nations, the OECD 
and the ICH (International Conference on 
Harmonisation) will be consolidated. 

Much has been done in the past few years, 
however much remains to be done and the 
impact of this new policy will be gauged on a 
regular basis. ■

Member of the National Assembly of France for the Haute-Garonne
President of the French Commission of Inquiry into Mediator

gérard BAPT
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Over the last years, both life expectancy 
and quality of life standards 
haveincreased in Europe. There are 

several reasons for this fact, but we have 
to underline the crucial role of the access to 
medicines. Issues of quality and safety of 
the medicinal products the European citizens 
are consuming are, thus, central in order to 
guarantee the proper healthcare. 

Amongst the threats, falsification of 
medicines became a concern on the agenda 
of the European citizens. Combating falsified 
medicines can only be seen as a necessary 
step in order to respond to this rising health 
threat and to better ensure patients’ safety. 
Three years ago, this was a key debate in 
the EU agenda. More recently, economic 
and social crisis seem to have pushed this 
well identified problem to a second level of 
importance when it comes to the intervention 
of EU governments. 

This is, in fact, one of the main battles we 
have to face nowadays: the quality and the 
safety of medicines have to be a key priority, 
always. Public health is an obligation of 
the governments and public authorities in 
all moments and, I would say, especially 
in difficult moments. Why should we be 
concerned about it? First, it’s well known that 
we have seen a sharp increase in the number 
of seizures of falsified medicines by customs, 
detected over the last years. Secondly, a trend 
from the falsification of ‘lifestyle’ medicines to 
life-saving medicines has occurred, giving 
rise to the identification of falsified medicines 

to treat cancer and heart disease, psychiatric 
disorders and infections, opening the door 
for possible fatal consequences. Thirdly, in 
moments of crisis, when sometimes people 
can’t even afford the regular medicines, 
there’s a tendency to the spreading of 
networks of distribution of ‘improper’ products. 
Times are already difficult enough; it’s our job 
to make things work. 

Patients need to be absolutely sure that 
the medicines they consume are really the 
medicines they expect them to be. The use 
of falsified medicines can result in therapeutic 
failure and can put lives at risk. The protection 
of public health against falsified medicines 
should be at the core of the European 
intervention, as this criminal act denies 
patients the necessary medical treatment. 

We know that dealing with medicines often 
brings contradictory interests at stake. For 
some, the solution involves the reduction 
of intermediaries; others would prefer 

the maintenance of the already existing 
procedures without taking part in the sharing 
of responsibilities or costs. Some support that 
the EU intervention should focus on the risks 
of the products; others support the focus on 
the risks of the chain of distribution. Some 
proposals take into account the different 
interests, but focus on our common interest to 
guarantee patient safety, have recently been 
approved by the European institutions. 

There’s no time to wait when lives and quality 
of life are at stake. This is our task: to be 
able to solve the problems, not to prolong 
them in time, waiting and hoping that they will 
disappear without any kind of intervention. 
While we wait, problems become bigger and 
deeper and our responses become more and 
more difficult to implement. In this scenario, 
we should move carefully because we are just 
in a rush. ■

How can the Fight against False Medicines be better 
Harmonised at the European level?

Marisa MATIAS
MEP, Confederal Group of the European United Left - Nordic Green Left, Portugal
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Threats to public health related to falsified/
counterfeit medical products and similar 
crimes have now reached truly global 

proportions. This phenomenon is often 
linked with organised crime and generates 
substantial profits, with a low risk of being 
intercepted and relatively mild penalties in 
comparison to, for example, the trafficking of 
narcotic drugs. Criminal organisations bypass 
regulatory requirements and systems that are 
set up to safeguard the quality and safety 
of medical products. Their illegal activities 
threaten people’s lives and well-being and 
disrupt the integrity of national healthcare 
systems.

The Council of Europe (CoE) has long been 
working to combat and 
prevent the counterfeiting of 
medical products and similar 
crimes. The challenges 
are manifold: the absence 
of specific, harmonised, 
international legislation; 
non-deterrent sanctions 
that are not proportionate 
to the harm caused to 
patients; the involvement of 
criminal organisations that 
operate across borders; 
the increasingly fragmented 
manufacturing and distri-
bution chains for medical 
products and new modes of 
medicine supply.

The Council of Europe’s response to 
fight this global problem: the MEDICRIME 
Convention

The Council of Europe’s “Convention on 
counterfeiting of medical products and similar 
crimes involving threats to public health” 
(MEDICRIME Convention), which was 
adopted on 8 December 2010, establishes 
a legal framework for the world-wide fight 
against falsified/counterfeit medical products 
and similar crimes. It encompasses a 
three-pronged strategy: providing for the 
criminalisation of certain acts, protecting the 
rights of victims of the offences established 
under the Convention, and promoting national 
and international co-operation (Article 1). 

The MEDICRIME Convention defines the 
term “counterfeit” as “a false representation 
as regards identity and/or source”  
(Article 4), and “similar crimes” as the 
unauthorised manufacture or supply of 
medicinal products or the marketing of 
medical devices that do not comply with 

conformity requirements (Article 8). 

However, one important and essential 
concept of the MEDICRIME Convention is 
that it cannot be used against (legal) generic 
medical products, i.e. those authorised for 
marketing by a competent authority. 

Patients and other users of medical 
products are given strong protection by the 
MEDICRIME Convention. A victim of crimes 
under the Convention is defined very broadly 
as “any natural person suffering adverse 
physical or psychological effects as a result 
of having used a counterfeit medical product 
or a medical product manufactured, supplied 
or placed on the market without authorisation 
or without being in compliance with the 
conformity requirements as described in 
Article 8” (Article 4). 

The MEDICRIME Convention: a very good 
start at international level 

On 28 October 2011, the MEDICRIME 
Convention was opened for 
signature to the CoE’s 47 
member states, the CoE’s 
observer states, the European 
Union and the non-member 
states that participated in 
drafting the Convention. It is 
also open for signature by 
any other non-member state 
upon invitation by the CoE’s 
Committee of Ministers.

As of 1 October 2012, the 
Convention had been signed 
by 19 states (Armenia, 
Austria, Belgium, Cyprus, 
Denmark, Finland, France, 
Germany, Iceland, Israel, 

The MEDICRIME Convention: a Practical Tool to Fight at 
an International Level the Falsification of 
Medicines and Similar Crimes

PhD, Director of the European Directorate for the Quality of Medicines & HealthCare (EDQM), Council of Europe
Susanne KEITEL

Italy, Liechtenstein, Luxembourg, Moldova, 
Portugal, Russian Federation, Switzerland 
and Turkey, and ratified by Ukraine). It will 
enter into force when it is ratified by five 
states, including three CoE member states. It 
is expected that the MEDICRIME Convention 
will be operational in 2013/2014.

The role of the EDQM

The EDQM aims to be a leader in protecting 
public health by enabling the development, 
supporting the implementation and monitoring 
the application of quality standards for safe 
medicines and their safe use. The EDQM’s 
standards are recognised as a scientific 
benchmark world-wide and its European 
Pharmacopoeia is legally binding in the 37 
signatory parties, which includes the EU.

The EDQM’s current priorities include risk 
management and prevention, i.e. the transfer 
of “know-how” and proven practices to 
national health and law enforcement officials, 
for example, through specific training (in 
particular, a specific training platform on 
combating counterfeit medicinal products and 
protecting public health) and the protection of 
legal medical products and the legal supply 
chain.

Part of the holistic anti-counterfeiting strategy 
of the Council of Europe/EDQM is to provide 
international support for the implementation 
of the MEDICRIME Convention, focussing 
on regulatory systems and procedures, 
interdisciplinary co-operation and drug 
enforcement. 

In this context, the European Official 
Medicines Control Laboratory (OMCL) 
Network provides its technical expertise with 
respect to the testing of falsified medicines. 
Market surveillance programmes have been 
developed that not only aim at detecting 
adulterations in medicines and ‘medicines 
in disguise’ (e.g. dietary supplements that 
include undeclared pharmacologically-
active substances), but also determining 
the authenticity and source of the active 
pharmaceutical ingredients using different 
measures (e.g. “fingerprint” techniques, 
chemometric analysis). An OMCL working 
group, dedicated to counterfeit and illegal 
medicines testing, provides scientific support.

The EDQM also seeks to improve “know-how” 
among officials in terms of applying the 
provisions and best practice models 
described in the MEDICRIME Convention. 
This adds value to active co-operation 
under the Convention through synergies 

in protecting the legal supply chain and 
combating crime and the establishment of 
a strong evidence base for best practices, 
experiences, new criminal trends and harm 
and impact evaluations.

Finally, the Council of Europe/EDQM has 
made significant progress in its project for 
an anti-counterfeiting traceability service 
for medicines. The eTACT service aims to 
provide a traceability and mass-serialisation 
system that can be used by authorities and 
stakeholders (i.e. manufacturers, suppliers, 
distributors, healthcare professionals and 
patients) across the entire pharmaceutical 
supply chain, from the 36 Member States of 
the European Pharmacopoeia and beyond. ■ 

References
1. For the full English text, see http://conventions.coe.
int/Treaty/EN/Treaties/Html/211.htm. 
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The European Federation of Pharmaceutical 
Industries and Associations (EFPIA) 
is actively engaged in the fight against 

counterfeit medicines and strongly supports 
globally coordinated actions and initiatives 
aimed at stopping this increasing phenomenon 
and improving patient safety. In this respect, 
EFPIA welcomed the MEDICRIME Convention 
launched by the Council of Europe in December 
2010. EFPIA regards the Convention, which 
criminalises the manufacture and supply of 
counterfeits as well as similar offences, as a 
breakthrough in bringing a new approach and 
renewed focus to the fight against counterfeit 
medicines.

At European level, EFPIA is actively working on 
the implementation of the Falsified Medicines 
Directive which introduces mandatory, 
harmonized pan-European safety features in 
the form of tamper evident packaging and a 
unique identifier (or ‘serial’ code), to be applied 
to all prescription medicines subject to possible 
exclusions based on risk assessment. The 
European Commission will define the mechanics 
of how the system will work in a Delegated 
Act that is to be adopted by mid-2014. The 
Delegated Act will define the characteristics and 
technical specifications of the “unique identifier” 
allowing identification of individual packs, and 
the accessibility of national product databases 
or repositories that allow verification of each 
dispensed pack. Companies will have then  
3 years to comply with the technical requirements 
as of the date of publication of the Delegated Act. 

The Falsified Medicines Directive (FMD) is 
an important step in better protecting patients 
from counterfeit medicines. Our objective is to 

develop a system that provides a high level of 
security for patients while being cost-effective 
and integrated into existing structures and 
practices in the distribution chain. Since early 
2011, EAEPC (the European Licensed Parallel 
Distribution Industry), EFPIA, GIRP (Groupement 
International de la Répartition Pharmaceutique) 
and PGEU (Pharmaceutical Group of the 
European Union), the respective European orga-
nisations of parallel distributors, research-based 
manufacturers, wholesalers and pharmacists 
at EU level, have proactively engaged in deve-
loping a project to identify concrete options for 
establishing a pan-European system for the veri-
fication of pharmaceutical products in Europe. 
This pan-European product verification system, 
called European Stakeholder Model (ESM), is to 
be run by stakeholder organisations on a non-
profit basis.
 
ESM ensures verification of product authenticity 
by professionals at the point of dispensing and 
provides a modern technology solution, using 
2D barcoding, that will enhance patient safety 
as well as having the potential to generate addi-
tional spillover benefits in the future. Potential 
advantages include the possibility of allowing 
for automated checking of expiry dates, better 

pharmacovigilance, a reduction in the number 
of fraudulent reimbursement claims, higher 
effectiveness in preventing recalled products 
from being supplied to the patient, more efficient 
handling of product returns and improved stock 
management processes for pharmacies. 

The project builds extensively on the experience 
gained from a previous EFPIA pilot, which ran 
successfully from September 2009 till February 
2010 in Sweden. The ESM verification system 
comprises a European hub connected to a 
series of national data repositories that serve 
as the verification platforms, which pharmacies 
and other registered parties can use to check a 
product’s authenticity. The system will be inter-
operable between the various countries and will 
allow for the reconciliation of products traded 
between EU member states (known as parallel 
traded products) through the European hub. In 
addition, it will also offer those countries who do 
not want to set up their own national system the 
opportunity to join an existing product verification 
infrastructure (national Blueprint system).

The verification system incorporates the 
requirements set out in the FMD as regards 
repackaging of products for sale into other EU 
markets. Where a product is repackaged, the 

Prioritising Patient Safety in the Fight Against Counterfeit Medicines: 
a Shared Responsibility of all Supply Chain Actors

Director General of the European Federation of Pharmaceutical Industries and Associations (EFPIA)
Richard BERgSTRöM

original serial number should be replaced in 
the database with a new one by the parallel 
distributor. The original and new packs should 
be linked electronically at batch level in order 
to ensure that the product can be traced in the 
event of a safety issue arising or a recall. The 
proposed system should accommodate different 

needs in different regions, while being based 
on common principles to ensure mandatory 
coding and verification of products in line with a 
harmonised coding system.

Dialogue with other key supply chain partners 
(EGA, AESGP, EUCOPE, HOPE, EAHP) is 
ongoing. ESM stakeholders envisage working 

closely in partnership with relevant European 
and national public authorities to ensure that the 
system is as effective and efficient as possible, 
and responsive to public needs. EU public regu-
latory authorities will have access to the system 
in accordance with Article 54(5) of the Falsified 
Medicine Directive. ■ 

	  

	  

Key Features EDQM (“eTACT”) EAEPC-EFPIA-gIRP-PgEU (“ESM”, European 
Stakeholder Model)

Description EDQM is developing a pan-European flexible point 
of dispensing traceability system. The system called 
eTACT will be set up under EDQM governance. 
eTACT will in principle cover all prescription 
medicines, OTC products on a risk-basis, in line 
with the FMD. It will apply to any of the 36 Member 
States of the European Pharmacopoeia (and 
beyond if interest).

ESM stakeholders are developing a harmonised 
and interoperable pan-European electronic product 
verification system at the point of dispensing. The 
system will be run by supply chain stakeholders 
on a not-for-profit basis. ESM will in principle cover 
all prescription medicines, OTC products on a 
risk-basis, in line with the FMD. It will apply to EEA 
Member States (and beyond if interest).

Model EDQM was initially looking to develop a system 
based on full traceability (Track & Trace), but 
seems now to be moving toward a point of 
dispensing verification model (in line with the ESM). 
It is unclear to what extent the original Track &Trace 
model is still pursued. EDQM plans to provide 
both a central European verification database and 
a service that routes verification requests to the 
manufacturers’ databases. It is unclear: 1) how 
interoperability between different systems, i.e. 
coverage of cross border traded products, can be 
ensured in such a model; 2) how a potentially highly 
decentralized system involving many manufacturer 
databases can be maintained to follow common 
quality and security standards; and 3) what value 
added EDQM as a public body is bringing since the 
routing service requires the service of a technology 
provider.

The ESM is a point of dispensing system, with 
additional option for verifications by wholesalers 
in compliance with the FMD. The ESM sets out a 
series of national or regional databases linked to 
and via a European Hub. This setup guarantees 
interoperability, especially regarding full coverage 
of cross border traded packs and the verification of 
multi-country packs.
Flexibility is ensured by leaving governance at the 
national or regional level to national or regional 
supply chain stakeholders. 
The ESM will ensure flexible and cost-effective 
implementation by integrating easily into existing 
structures in the supply chain.

governance eTACT will be under public governance. As a public 
body, the EDQM highlights its capacity of ensuring 
public governance in co-ordination with regulatory 
authorities. Supply chain partners will not be 
involved in governance.

ESM will be governed and run by the EU 
pharmaceutical supply chain stakeholders who 
will be using – and knows - the system on a 
daily basis. A not-for-profit organisation, in which 
each stakeholder will have an equal say, will – in 
partnership with an ICT supplier – be responsible 
for operating the system. 

Data ownership and access Details on data ownership and access, i.e. how the 
data would be held, control over data access and 
visibility, have not yet been made clear.

As the basic principle, data are owned by the party 
who generates them. Access is strictly restricted to 
the owner except in well defined exceptional cases. 
ESM will enable relevant stakeholders to possibly 
access and use data where patient safety can be 
enhanced with advanced applications such as 
batch recall and counterfeit reporting information. 
Any access to data will be fully in line with existing 
EU laws & regulations. EU public regulatory 
authorities will have access to the system in 
accordance with the Article 54(5) of the Directive.

System cost While EDQM clearly stresses that MAHs will have 
to bear the costs of the system, cost estimates and 
principles for cost allocation are to date unknown. 
eTACT is currently at a feasibility stage (“first 
scalability study” mentioned on the EDQM website). 
EDQM envisages a cost-sharing model although it 
remains unclear how this would be shaped. eTACT 
offers manufacturers the option to keep their data 
in an own database that is accessible through the 
internet on a 365/24 basis. This adds complexity 
and appears a rather expensive option.

ESM stakeholders have established thorough cost 
estimates based on input from supply chain actors 
and suppliers. The per pack price for the ESM 
system is estimated at 1.2 – 2.1€cent, amounting 
to approx. 120 – 205m€ annually, if all prescription 
products are covered. Latest estimate show that the 
overall cost will be close (or lower) to the bottom 
range of estimates i.e. 1 €cent per pack. ESM 
stakeholders have developed core principles for 
cost-sharing. The costs for the fully established 
ESM system shall be shared between MAHs in a 
fair and equitable manner based on both value and 
volume components.

Key differences between the EDQM’s eTACT and the European Stakeholder Model (ESM) 
The comparative table below, based on publicly available information, outlines the core differences between eTACT and ESM.
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Laurent Ulmann: Could you tell us briefly 
about the EALTH’s origins?

Jean-François Fusco: When we launched 
the EALTH (European Association for 
Logistics and Transportation in Healthcare), 
we wanted to do something new: establish 
an organisation at the European level able 
to fulfil the full range of skills including 
logistics services as well as transport, up to 
the dispenser or distributor. It is important 
to consider transport as a key factor in 
security, so we decided to bring these skills 
fully together in our organization; moreover 
the association’s statutes require our first 
vice president to be a representative of the 
transport sector. Our intention was clearly not 
to create a new carriers’ association but rather 
to select companies which have knowledge of 
this market and are totally involved in it. For 
this reason we limited ourselves to transport 
companies dedicated to pharmaceutical 
products. As a professional organization, 
our purpose is to promote our sector and 
to represent its interests in relation with 
European Institutions and other health sector 
organizations, anticipating developments 
in regulations and marketing. The EALTH 
was created because, at a certain time, 
LOGSanté, the professional organization that 
represents French depositories, contacted 
the European Medicines Agency with regard 
to the development of directives, to offer its 
expertise and experience on subjects which 

directly concern it. The EMA wanted to hold 
discussions with a European organization 
for this purpose. LOGSanté may therefore 
be considered a forerunner to the creation 
of EALTH, which today has about twenty 
members and is truly representative, since 
it covers the whole EU territory. We also 
have relations with the DG SANCO and the 
European Economic and Social Committee, 
as far as institutional actors are concerned, as 
well as with most European trade associations 
in the healthcare sector.

LU: What major developments have 
occurred over the last ten years in the 
pharmaceutical depository trade?

J-F.F: About twenty years ago, pharmaceutical 
depositories were essentially pharmaceutical 
companies whose purpose was to store 
products and despatch them in the name 
and on behalf of their clients.  Our clients, 
the pharmaceutical manufacturers evolved in 
their organizations. Their new requirements 
led us to provide additional solutions and 
position ourselves on the market for a 
larger scale of services provided. In fact we 
targeted the centres of responsibility of the 
entities that we deal with and - from our initial 
position as wholesale distributors - we have 
now become what are referred to as Pharma 
Supply Chain Services Providers. Because 
the most important part of the manufacturer’s 
distribution inventory is in our warehouses, 
when a change has to be made such as 
reworking the product packaging, it’s easier 
to do so on site and therefore we were asked 
to be capable of providing this service. That 
is to say, not by means of production lines 
or entering into competition with factories 

and manufacturers but, for example, when 
changes have to be made to labels, leaflets 
or packaging, without being in contact with 
the active ingredient during these operations. 
Instead of having them sent back to the 
factory, we adapted our warehouses to allow 
us to carry out secondary packaging. In 
order to complete these operations we had 
to obtain the manufacturer license, limited 
to this secondary packaging. This often 
went hand in hand with the introduction of 
quarantine management to our warehouses 
about twenty years ago. We then developed 
non-pharmaceutical capacities in sales 
administration and its associated services 
of invoicing and collection of payment. 
In addition, today many of us also have 
importation licenses, which allow us to 
receive delivery in the European Union of 
products from factories outside of EU territory 
and to organise these fluxes according to 
market availability.  Overall, we have become 
organisers and optimisers of fluxes on behalf 
of our clients, beyond simple storage and 
preparation of orders. In order to fulfil these 
new requirements for our clients, we have 
logistic engineering and Quality assurance 
departments that make use of validated 
resources such as IT means in particular. 
Our key processes are Change Control, Risk 
Assessment and Pharmaceutical Validation.  
It is important to point out that other ranges 
of products within the Healthcare sector 
have come to be included in our processes 
designed to ensure quality, in terms of 
traceability and best practices. These include 
for example medical devices that contribute 
to the success of many medicines, as well 
as diagnostic reagents, dermocosmetics, 
specialised dietetic products like clinical 

guaranteeing the Secure Flow of Health Products in a 
Changing Business Environment

Chairman of EALTH (European Association for Logistics and Transport in Healthcare),  
Chairman of LOGSanté and Pharma GM for AEXXDIS FM HEALTH

Doctor Jean-François FUSCO nutrition products and accessories as well. It 
is clear that expansion of the volume of fluxes 
makes savings possible, while maintaining 
the security required for health products.

LU: What are the pharmaceutical 
industry’s new requirements with regard 
to depositaries?

J-F.F: Today, pharmaceutical laboratories call 
upon depositaries not only for Distribution 
processes but more and more for creating and 
implementing optimisation solutions. Many 
of them want to find compliant set-ups and 
tools both in conformity with regulations and 
operationally/financially efficient. Traceability 
requires not only a compliant IT but also 
secured processes and trained people. We 
deal with serial numbers and batch numbers 
for medicines and medical devices. We 
keep records on reusable medical devices 
throughout the products’ lifespan, according 
to their possible impact. What laboratories 
expect from us is engineering know-how and 
flexibility, while opening up their distribution 
set-ups, since a certain number of them have 
chosen not to have national warehouses but 
rather warehouses that cover homogeneous 
territories, regions within Europe, referred to 
as clusters. For example, concentration of 
products in the same cluster makes possible 
to mechanise operations and therefore 
increase productivity. Since the goal is 
optimisation, these changes must been seen 
in light of lead times for delivery of supplies, 
which we know have been significantly 
reduced. Clusters can vary but, in general, 
we found France/Belgium/Germany, France/
Spain/Portugal/Italy, Poland/Baltic States and 
Hungary/Romania/Czech Republic/Slovakia. 
A reassessment of distribution patterns is 
taking place since technical factors allowing 
us to make use of computer simulation have 
made great strides in recent years, as well as 
the possibilities open to actors on the ground.

LU: How can costs be reduced while 
guaranteeing a high quality of service for 
patients and health professionals?

J-F.F: It is vital to make investments, 
however the most important aspect on a 
cost point of view is their depreciation. If a 
laboratory makes investments on its own, 
this is certainly less profitable than if we make 
grouped investments for several laboratories. 
This is what we refer to as pooling with a 
view to optimisation, which applies not only 
to investments but also to fixed operating 
costs, as well as to zones as I have already 
mentioned. Flexibility is the second important 
element to be taken into account. When a 
laboratory makes an investment, such as 
buying a warehouse or entering into a major 
six or nine-year lease (taking air-conditioning 
investments into account, for example), we 
are always able to offer a suitable solution at 
any given moment according to the client’s 
actual needs, thanks to the square metre 
volume at our disposal. Indeed, entering a 
nine-year engagement or depreciating the 
cost of a warehouse over a twenty-year 
period, when one does not know what new 
drugs will be launched and how successful 
they will be, what policies will be applied to 
drugs with regard to medical reimbursements, 
whether one is going to buy out another 
company or be bought out… at certain times 
all of one’s products need to be on the same 
site, however warehouse space is something 
that is very rigid and difficult to expand. 
Our capacity to redeploy stocks in existing 
warehouse space is therefore an advantage 
for laboratories. To summarise, you are 
in a good position in terms of costs if you 
depreciate a warehouse over a twenty-year 
period, but if it is depreciated over a six-year 
period the depository will be more competitive, 
if risk is included with costs of organisational 
changes and penalties.

LU: What avenues can be used for 
securing the traceability and security of 
fluxes of health products?

J-F.F: Depositories were among the first to 
make use of standardised systems of barcodes 
in the 1990s (including batch numbers, for 
example) and to have systems for the transfer 
and use of data allowing them to share this 
information with authorised recipients, 
what is referred to as EDI (electronic data 
interchange). However, security is not only a 
process; it also involves training in monitoring 
abnormal events which, beyond simple tools, 
could lead to an investigation. For example, 
the organization members have granted, 
that in our staff training procedures we have 
strongly emphasised that the documents 
exchanged need to be assessed according 
to their constancy and conformity. It is rather 
a question of maintaining a constant watch 
to monitor aspects that need to be verified, 
something that we do upstream because 
we consider that it ensures constancy in 
conformity of our fluxes downstream. From 
this point of view, we believe in the option of 
allocating medicines with serial numbers, that 
is to say that a unique serial number is placed 
on each package and the manufacturer 
declares all of the serial numbers that it 
produces to a trusted third party. Pharmacists 
situated at the dispensing stage are asked to 
declare the serial numbers that pass through 
their hands and to declare them to this trusted 
third party, so that the latter can check that the 
serial numbers have never been declared in 
another dispensing outlet and that they have 
indeed been declared by the manufacturer. 
Absence of or double declaration would 
then give rise to an alert procedure, making 
it possible to analyse the causes and deal 
with any presumption of falsification. This is a 
project that we support and which particularly 
concerns us with regard to secondary 
packaging operations. ■

Interview of Doctor Jean-François Fusco
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proTecTing paTienTS againST iLLiciT Traffic and faLSe 
MedicineS

During times of crisis, the consequences 
in terms of health can have a major 
impact on the most vulnerable 

populations.

In the European Union, these consequences 
are economic, ethical and criminological.

Economic

Until three years ago, few changes were 
observed for expenditures of health systems. 

The European health sector seemed stable.

Everything deteriorated two years ago. 
Restriction of operating budgets of 
public hospital services, lower levels of 
reimbursement of medical expenses, 
declining quality of care, poor control of 
certain medications are all risk factors for the 
treatment of patients.

Reduction of household income affects 
private spending on health. In 2011, 16.4% 
of the population, or 80 million people, live 
below the poverty line in the European Union. 
Rising unemployment and deteriorating living 
conditions of millions of people are, in part, 
the cause of unhealthy lifestyle choices or 
risky behaviour (increased consumption of 
smuggled and counterfeit cigarettes breaking 
all successive anti-tobacco campaigning 

efforts, uncontrolled health products on 
Internet, medicines sold outside of legal tracks, 
poor nutrition). Accumulated in time, these 
behaviours have inevitable repercussions on 
health, including emergence of new chronic 
pathologies.

What is clear today is that the health effects 
of the rapid deterioration of public finances 
are fully felt. The economical crisis in 
Europe is undoubtedly the first risk factor in 
pharmaceutical crime.

Ethical 

In the field of health products, ethics is a 
priority service for patients of today and 
tomorrow. Obviously, ethics is first and 
foremost the transparency that is so lacking 
these days.

European Health Systems Confronted to Threats of 
Pharmaceutical Crime

Executive Director of the WAITO Foundation
Pierre DELVAL

If we take the example of Medicine Agencies: 
whether national agencies or the European 
agency, adapting to their missions is crucial. 
However, the lack of transparency and the 
administrative burdens associated with 
the lobbying industry, particularly through 
the weight of evidence, create real health 
misunderstandings about the value of 
expertise, transparency and the issue 
of conflict of interest. This would involve 
the application of a real «Sunshine Act» 
and severe penalties for concealment or 
derogation, which is not enough the case 
today.

This policy of transparency is at the heart of 
the key problem of safety of medicines, some 
of them revealed its failure to everyone.

Similarly, procedures for reporting and 
alerting are also deficient among industries, 
field (medical doctors and pharmacists) and 
agencies (national and European), largely 
due to too much red tape and an obvious lack 
of appropriate human and IT resources.

Criminological

All these findings are major causes for 
development of illicit traffic of pharmaceutical 
products in Europe.

We all know that until three years ago, 
southern countries were key targets for 
counterfeiters. Northern countries, allegedly 
protected by their social protection systems 
and secure distribution networks, are no 
longer spared, as evidenced by Operation 
Pangea V. Traffickers have found the flaw: 
Internet among others.

During the period from 25 September to 
2 October 2012, this global operation has 
shown the permeability of pharmaceutical 
controls. During this operation, customs 
seizures in Europe were up by more than 
290% compared to operation PANGEA IV 
conducted last year. A worrying situation 
considering that seizures no longer just 
include comfort medicines, but also a wider 
range of medicines, such as antibiotics, 
antidepressants or cancer treatments.

Europe is no longer protected by its health 
system, largely weakened by successive 
economical crises and challenged by 
numerous scandals.

At present, health policy is based on the 
idea that a healthy European population is 
a prerequisite for the achievement of basic 
European objectives of prosperity, solidarity 
and security. However, this is only works in a 
healthy environment. Without stronger ethics, 
without stable economy, without limiting the 
principle of free movement of goods, and 
without knowledge of the true criminal threats, 
other health scandals and development of new 
illicit markets will emerge and harm European 
patients. This will result in the undermining of 
public confidence in health systems and their 
monitoring authority.

It is therefore Europe’s responsibility to 
eradicate this phenomenon, and thus 
have access to a comprehensive policy of 
prevention, deterrence and repression. ■
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Since 1971, the CEOM brings together 
the EU and EFTA medical councils and 
independent medical regulatory autho-

rities and aims to promote the practice of high 
quality medicine, respectful of patients’ needs. 
To this end, the CEOM develops cooperation 
between its participating organizations and 
lends support to their action by developing 
quality standards and common positions 
relating to medical ethics and professional 
conduct, free movement of healthcare profes-
sionals, medical demography, medical regu-
lation, professional training of physicians and 
public health issues related to these subjects.

Together with other European Medical 
Associations (2010 Joint Motion AEMH, 
CEOM, EJD, FEMS and UEMS), the CEOM 
has been engaged in the debate defending 
good quality and  personalized information on 
medical products. 

If the CEOM welcomes the European 

Commission Internal Directorate DG Sanco 
for having rewritten the proposal1, adding 
important safeguards and stressing the 
European Parliament ENVI committee’s 
implication, this is not enough to guarantee 
the protection of the patient.

It is of foremost importance that information 
be provided by a physician or another health 
care professional. The information provided 
by pharmaceutical companies has no 
therapeutic objective as such and therefore 
cannot justify skipping the health care 
professional as the main interlocutor for the 
patient.

The CEOM stresses the importance of medical 
deontology in order to guarantee that patients 
have access to appropriate information: 
transparent, independent, critically reviewed, 
objective and that allows comparison. 
However, if pharmaceutical companies 
provide this information themselves, a conflict 
of interests occurs, since the industry cannot 
be objective in the information it provides 
about its own drugs in an area where it is 
difficult to establish the boundary between 
information and advertising, and when 
commercial interests interfere.

Furthermore, the direct publicity or non 
appropriate information for the patient 
could risk an increase of national expenses 
at a moment we need to reduce it. As an 
Association bringing together national 
regulators, whose principal aim is the safety 
of patients, we consider that the risk of non 
appropriate information to the patient is too 
dangerous and the CEOM fully supports the 
EU health Ministers’ cautious position. 

The CEOM highlights the need of being 
focused on the improvement of the EU 
legislation regarding the recognition of 
medical qualifications (revision of Directive 
2005/36/CE2), which aims to guarantee the 
competence of Doctors practicing in the 
EU and also stresses the importance of the 
ongoing revision of medical devices3 and 
clinical trials4 legislations. 

The CEOM also remains attentive to 
ethical concerns related to the safe use of 
drugs in healthcare, such as freedom to 
prescribe, continuous training of health care 
professionals regarding their pharmaceutical 
knowledge at a high level and risks of drug 
addiction. ■

The European Council of Medical Orders (CEOM) Stresses 
the Importance of Ongoing EU Legislation to Enhance Patient 

Safety and Information to Patients by Fully 
Qualified Doctors 

President of the European Council of Medical Orders (CEOM)
Doctor Roland KERZMANN

1. On 28 June 2012, the Commission adopted a 
corrigendum to the amended Commission proposal for a 
Regulation as regards information to the general public 
on medicinal products subject to medical prescription: 
http://ec.europa.eu/health/files/patients/
com_2012_49_cor/com_2012_49_cor_en.pdf 
2. COM(2011) 883 final du 19 December 2011: 
http://ec.europa.eu/internal_market/qualifications/
docs/policy_developments/modernising/
COM2011_883_en.pdf 
3. COM(2012) 542 final du 26 September 2012  
(medical devices) : 
http://ec.europa.eu/health/medical-devices/files/
revision_docs/proposal_2012_542_en.pdf 
4. COM(2012) 369 final du 17 July 2012 : 
http://ec.europa.eu/health/files/clinicaltrials/2012_07/
proposal/2012_07_proposal_en.pdf 
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On 24th November 20101, the European 
Parliament set out its position on the 
European Commission’s proposals 

concerning the legalisation of advertising 
of drugs prescription  aimed at the general 
public2. These legislative proposals, generally 
referred to as provision of “information 
to patients”, had been presented by the 
European executive in December 2008 within 
the framework of the “Pharmaceuticals” 
Package, which also included two proposals 
regarding pharmacovigilance and a proposal 
aimed at preventing the introduction of false 
medicines into the legal chain (see journal 
pp.).

As an MEP and member of the Environment 
and Public Health Committee, as well as 
being a trained journalist (and thus having 
become highly aware of the question of 
handling of information in general), I very 
quickly became extremely concerned about 
the proposals for directives elaborated by the 
European Commission.

For although the Commission’s fundamental 
objective is to secure the availability of good 
quality, reliable, non-promotional information 
on medicines, the proposal put forward by the 
European executive was purely and simply to 
make the provision of information an option for 
pharmaceutical companies! It was therefore 
necessary for the European Parliament to 
rectify the approach adopted on this question. 

Thus, the most important effect of the euro-
deputies’ influence in the course of this legis-
lative process will have been the shifting of 
emphasis, from the initial importance placed 
on the rights of pharmaceutical companies 
to disseminate information, to the right of 
patients to obtain the information they need 
and desire, throughout the legislation.

In plenary session on 24th November 2010, 
the Parliament therefore decided that:

- With no shortage of unverified information 
on medicines on the Internet, patients need 
to be able to get information from those who 
know the product best;

- MEPs say that pharmaceutical companies 
must be able to provide basic information, 
such as product characteristics, labelling and 
package leaflets and an accessible version of 
a drug’s assessment report;

- Firms should also be allowed to provide 
some other non-promotional informations, 
for example on price or packaging changes, 
but only with the authorisation of the relevant 
Member State authorities;

- Moreover, overadvertising of prescription 
medicines is already banned across the 
EU, but Member States’ varying interpre-
tation of the rules means there can be a fine 
line between information and commercial 
promotion. To help clear this up, MEPs say 
that information on prescription medicines 
should be prohibited not only on television and 
radio, as proposed by the Commission, but 
also in print media. Health professionals must 
declare all links to pharmaceutical companies 
if they give information on medicines at public 
events or in the media.

- MEPs emphasise that Member States 
are responsible for national rules to ensure 
"objective, unbiased information" is available 
to the general public. This includes leaflets 
in packaging, an assessment report of the 
product and information on how to prevent 
such diseases and conditions.

- Finally, the Parliament also proposed 
the principal safeguard of supervision by 
the Member States’ health authorities and 
agencies.

However, in my opinion, in spite of these 
improvements, the proposal for a directive 
and regulation still do not constitute the 
long-awaited advance in this matter, either 
for European citizens or for Member States! 
On the contrary, these proposals represent 
an additional administrative burden and an 
increase in expenditure, while involving risks 
for patients.

For although the voted texts continue to 
prohibit advertising, they clearly open the 
door to what might be described as disguised 
advertising on the part of pharmaceutical 
companies (and experience shows how skilful 
they generally are at taking advantage of 
these sorts of flaws!). Moreover, the controls 
provided in its last version – in particular 
those connected to the difference between 
information and advertising as well as the 
management of information available on the 
Internet – are lacking in realism and therefore 
in feasibility.

Furthermore, although everybody under- 
stands that we need to avoid falling into the 
trap of advertising, as yet nobody has said 
how the neutrality of information disclosed 
is to be ensured and how the dissemination 
of information is to be supervised in practical 

Provision of Information or Disinformation for Patients?

terms (by what ways and means?). Do the 
agencies really have journalistic skills based 
on a professional code of ethics and practice 
for the provision of information? 

At a time when calls are being made more 
than ever before for requirements and 
openness with regard to medicines, the 
quality of the information made available to 
patients is a fundamental issue, especially 
in a period when efforts are being made to 
control public health expenditure. After all 
is said and done, are patients provided with 
information or disinformation? In my opinion 
the question still remains open… too widely 
open. ■

1 On 24th November 2010, the Parliament adopted 
two legislative reports at the first reading: a resolution 
concerning aspects involved at the EU level (with 564 
votes in favour, 41 against and 45 abstentions) and a 
directive on the rules to be applied by Member States 
at the national level (with 558 votes in favour, 42 against 
and 53 abstentions).

2 This is the “proposal for a regulation of the European 
Parliament and of the Council amending, as regards 
information to the general public on medicinal products 
for human use subject to medical prescription, Regulation 
(EC) No 726/2004 laying down Community procedures 
for the authorisation and supervision of medicinal 
products for human and veterinary use and establishing 
a European Medicines Agency” and the «proposal for a 
directive of the European Parliament and of the Council 
amending, as regards information to the general public 

on medicinal products subject to medical prescription, 
Directive 2001/83/EC on the Community code relating to 
medicinal products for human use».

MEP, Group of the European People’s Party (Christian Democrats), Belgium
Anne DELVAUx
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The recent Mediator and PIP breast 
implant scandals, as well as the 
revelations on shortcomings in the 

management of conflicts of interest within 
the European Medicines Agency (EMA) and 
the European food safety agency (EFSA), 
have contributed to discrediting the whole 
European system for the management of 
health risks. This climate of mistrust is not 
good news. There is a greater need than 
ever before for a firm system, based upon 
impeccable scientific expertise, in order to 
enlighten decision-makers as to the risks 
associated with certain substances, products 
and techniques.

Consolidation of the alert mechanisms is a 
crucial element of an overall system which 
includes, in particular, management of 
conflicts of interest, openness with regard 
to clinical data and ensuring a more ethical 
basis for links between health personnel and 
the pharmaceutical firms. 

It has to be admitted that alert mechanisms 
have been improved within the European 
Union Member States, including those related 
to medicines, in accordance with the example 
of France. Although some of us regretted the 
slowness of progress in certain areas, the 
pharmacovigilance system was reinforced at 
the European level by the reform of 2010 and 
2012. In particular, the new system makes it 
easier for patients and health professionals 

to report side effects observed in the course 
of the use of medicines. This is essential, but 
certainly not enough.

Indeed, Irène Frachon’s decisive role in 
revealing the practices of the laboratory 
responsible for manufacturing Mediator 
served as a reminder of the fact that alerts 
issued outside of institutional frameworks can 
sometimes prove decisive for the avoidance 
of a health disaster. In the field of medical 
equipment, it would most probably have been 
possible to reduce the scale of the breast 
implant disaster had there been appropriate 
protection in place for employees of the PIP 
company who dared to inform the authorities 
that a fraud of major proportions was taking 
place.

Protection is required for all who are or could 
be penalised for having dared to reveal risks 
of harm to human health directly linked to 
the marketing of medicines. As we indicated 
in our report on environmental assessment 
and information handed over to Jean-Louis 
Borloo in 2008, this kind of protection is 
required by private sector employees, as well 
as by researchers and lecturers in the public 
sector, the latter being vulnerable to the very 
simple retaliatory measure of total withdrawal 
of resources for the continuation of their 
research.

Of course, while it is necessary to ensure 
protection for whistle-blowers, such protection 
should not be allowed to lead to abuses, 
based on motives of unfair competition or 
malicious intent with regard to any particular 
company. Provision must therefore be made 
for sanctions in case of use of the procedure 
in an improper or unfair manner or with 
harmful intent.

In accordance with this approach, in our 
report of 2008 we put forward a set of practical 
proposals for the protection of whistle-blowers, 
which were originally conceived more with 
regard to threats to the environment than in 
the field of medicines. However, a number of 
them are applicable to medicines, in particular 
the proposal for the creation of a French 
National Authority for expert assessment, 
which would be responsible for dealing with 
cases of whistleblowing, while respecting 
confidentiality obligations. Moreover, I am 
pleased that this idea has been taken up in 
the bill introduced to the French Senate by 
Marie-Christine Blandin. It is to be hoped 
that this parliamentary initiative will find an 
echo within the French Government and the 
National Assembly.

The report also proposed changes to the 
regulations concerning civil servants and 
public sector employees, in order to prohibit 
any measures resembling direct or disguised 
sanctions imposed upon public sector 
employees as a result of their involvement 
in whistle-blowing, in good faith, with regard 
to any actions that are contrary to laws and 
regulations. It should not be possible for 
confidentiality obligations to be used against 
them in this respect. In particular, the notion 
of indirect discriminatory measures should 
take into account instances of withdrawal of 
resources in terms of financial and human 
means and research materials, as well as 
changes to research activities and fields, in 
order to avoid the possibility of people being 
“pushed to one side”.

Provisions of this kind would be capable of 
gaining support at the European level. The 
question of protection of whistle-blowers has 
so far only been dealt with insofar as the 

Issuing Medical Alerts

officials and staff of European institutions 
are concerned. Indeed, the notion of whistle-
blowing is provided for under articles 22a 
and 22b of the staff regulations for European 
officials and civil servants. Any official who 
becomes aware of possible illegal activity 
including fraud or corruption detrimental to 
the interests of the European communities, or 
inappropriate conduct, has a duty to inform his 
immediate superiors or any other appropriate 
person. They are duty-bound to pass on 
any evidence in their possession. Officials 
shall not suffer any prejudicial effects on the 
part of the institutions as a result of having 
communicated the information. Officials who 
further disclose the information to the President 
of the Commission, the Court of Auditors, the 
Council, the European Parliament, or to the 
European Ombudsman, shall not suffer any 
prejudicial effects, provided that both of the 
following conditions are met: (1) the official 

honestly and reasonably believes that the 
information disclosed is true and (2) the 
official has allowed his own institution or the 
European Anti-fraud Office the time required 
to take appropriate action.

According to a report of 2011 from the 
publications office of the European Parliament 
on “Corruption and conflict of interest in the 
European Institutions: the effectiveness 
of whistleblowers”, these provisions have 
not proven sufficiently effective. The report 
identifies several reasons for this, including 
the lack of precision of articles 22a and 
22b, supervision by staff with little training 
in these matters and the absence of both 
an independent advisory service for whistle-
blowers and a whistle-blowing follow-up 
and traceability system. The current review 
of regulations for European officials could 
provide an opportunity for action in this 

direction, however for the time being the 
debates are focusing more on savings to 
be made than on the question of whistle-
blowers… Such an exercise also has certain 
limits since, although the regulations apply 
to the Medicine Agency’s permanent and 
temporary staff, they do not apply to the 
experts that it calls upon for assessment and 
pharmacovigilance tasks.

Beyond European institutions, why not 
promote an obligation at the European 
level compelling Member States to create a 
system for the protection of whistle-blowers 
and fixing common criteria to ensure that 
the system is sufficiently firm, while leaving a 
margin of freedom to States in order to take 
their administrative and legal traditions into 
account? ■

MEP, President of Citizenship, Action, Participation for the 21st Century (Cap21, Citoyenneté Action 
Participation pour le 21ème siècle) and former French Minister of the Environment

Corinne LEPAgE
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Laurent Ulmann: What is the role of the 
ANSM1?

Dominique Maraninchi: The purpose of the 
ANSM is to allow broad access to therapeutic 
innovation while reinforcing monitoring of the 
benefits-risks ratios for health products. The 
Agency is a public body, which comes under 
the supervision of the French Department 
of Health. It is in charge of assessing the 
benefits and risks linked to the use of health 
products throughout their lifecycle. With this 
end in view, it assesses the effectiveness 
and quality of health products and their 
safety for users. It exerts an influence at a 
European and international level by means 
of assessment, laboratory testing and on-site 
inspection activities carried out on behalf of 
Europe, and through its active involvement 
in normative and European standardisation 
work. It also leads initiatives in matters of 
international cooperation and development.

L.U: How does the ANSM differ from the 
former agency (AFSSAPS2)? Have you 
been vested with wider powers?

D.M: The range of our jurisdiction was 
extended by the Act of 29th December 2011, 
which provided us with both new objectives 
and new methods. As far as our objectives are 
concerned, we have legal legitimacy allowing 
us to better fulfil the tasks of supervision and 
monitoring, which may for example lead to 

the introduction of restrictions on medical 
indications and allows the implementation of 
independent public studies in liaison with the 
national health insurance system, giving us 
access to sources of safety data that are not 
solely reliant upon requests made to firms. 
In order to further consolidate safety, the Act 
asks us to supervise advertising aimed at 
health professionals and the general public. 
This was already the case for the public at 
large, but it is a completely new measure as 
far as health professionals are concerned. 
The Act provides new scope with regard to 
medical devices by consolidating our capacity 
for investigation and sanctions. The Act gives 
us new obligations in terms of methods. As far 
as openness and the prevention of conflicts 
of interest are concerned, the decision-
making processes are made public with 
provision of documentation concerning the 
recommendations made, as well as details 
of the composition of working groups and 
committees. We are therefore part and parcel 
of European changes, which we implement in 
a rigorous manner.

L.U: Are there any recent developments 
with regard to current French legislation 
on pharmacovigilance?

D.M : Yes, they are principally concerned 
with the implementation of the directive 
which was recently voted by the European 
Parliament. The most significant changes that 
are already up and running are direct decla-
rations of adverse effects on our website by 
patients on the one hand and, on the other, 
the possibility of putting independent studies 
of patient care in place, as well as collection 
of data on effectiveness and tolerance. These 
changes are significant in that they enable 

us to make decisions based on real-life use 
of products as compared with studies, with 
regard to safety data in particular, at both the 
national and European levels. The Act also 
promotes a rather original, specifically French 
measure, allowing access to innovative drugs 
before they are placed on the market. There 
are also temporary authorisations for use 
which can be organised on a large scale by 
means of what is referred to as temporary 
reference information for use, which allows 
us to make decisions with regard to the 
extension of temporary marketing authori-
sations, when there are expected benefits 
from the point of view of public health. There 
is also a public health procedure aimed at 
avoiding off-label prescriptions: a label is thus 
issued by the Agency, but this approval is 
temporary and limited to three years. These 
French initiatives are clearly not contrary 
to European law. Moreover, we were very 
proactive in relation with the European autho-
rities with regard to the implementation of the 
PRAC (Pharmacovigilance Risk Assessment 
Committee) in July 2012.

L.U: Could you tell us about the new rules 
on conflicts of interest between experts 
and pharmaceutical laboratories?

D.M : Several highly significant measures have 
been carried out in France. The first concerns 
openness and the obligation to disclose 

Improving the Interface between Doctors and Pharmaceutical 
Laboratories  

all personal and family interests for the last 
five years, which makes it possible to take a 
comprehensive view. This rule also applies 
to internal experts, that is to say the ANSM 
staff and people involved in the medicine 
assessment process in particular. The second 
point is the recruitment of experts. We put out 
a call for applications, and when we recruit 
outside experts they are appointed on precise 
criteria. They either take part in committees or 
working groups. We have fewer bodies, their 
number having gone from 107 to 40, with very 
precise policies and procedures which are 
highly satisfying for the experts, since they 
know exactly why they are being consulted. 
The Agency puts precise questions to the 
experts who then take part in the processes 
of assessment and investigation and make 
recommendations according to their findings. 
We then take responsibility for any decisions 
that may be taken. It is our role to extract 
the essential facts in order to put decisions 
forward. 

The experts are recruited by means of 
calls for applications. They are asked to 

avoid any major ties of interest (consultant 
for pharmaceutical laboratories, receiving 
remuneration, being chief investigator in 
industrial clinical trials for registration etc.) 
during the time of their appointment. They 
come for a three-year term, which may be 
renewed once. They are therefore asked to 
give up any interests for three years. The 
existence of past ties is not prohibited, but we 
aim to ensure the prevention of any conflict 
of interest between their role as experts and 
the activities that they were involved in before 
working for us. It goes without saying that any 
consultant who has worked on a particular 
medicine for a pharmaceutical company 
cannot work on that same medicine for the 
ANSM. I think that the existence of past ties 
should not be confused with the notion of 
conflict of interest.

The Act’s final provision with regard to 
the recruitment of experts is not yet in the 
implementing decree. This is what is referred 
to as the French version of the “Sunshine Act”. 
It consists of a declaration of interests by all 
of the members and experts of the Agency, as 

well as an obligation for pharmaceutical firms 
to declare all remunerations that they pay to 
health professionals. All of this information 
is open to public access. The implementing 
decree has not been voted but the principles 
are established.

L.U: With regard to the Mediator affair, has 
it changed the public authorities’ approach  
and handling of pharmacovigilance?

D.M: The Mediator case was a scandal and 
a health crisis and, of course, this crisis 
therefore played a role in the changes to 
legislation and to the ANSM’s role. In order 
to prevent the recurrence of such cases, it is 
necessary to ensure conditions of openness 
and regular investigation as well as giving 
priority, since we are a safety agency, to 
monitoring… We are not only a registration 
machine for new products; we also need 
to keep a close watch on real life use. It is 
essential that we are able to be independent 
in the investigation process rather than simply 
waiting for studies produced by the firms. ■

General Director of the French National Drug and Health Products Safety Agency (ANSM)
Professor Dominique MARANINCHI 

© Inserm

Interview of Professor Dominique Maraninchi

1. Agence nationale de sécurité du médicament et des 
produits de santé, the French National
Drug and Health Products Safety Agency.
2. Agence française de sécurité sanitaire des produits 
de santé (French Agency for the Safety of Health 
Products), which became the ANSM in 2012. 
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Who has never searched for health infor-
mation on Google or visited a health 
website for advice? Eight in ten of us look 

for health information online1 and the Internet 
certainly represents a positive step towards 
patient empowerment. However, along with great 
advantages come significant challenges, parti-
cularly regarding the trustworthiness of health 
information and the privacy and protection of 
personal health data. 

The Internet is bursting with information about 
conventional medicine, alternative medicine, 
wellness, nutrition and so forth. But many of the 
millions and millions of pages dedicated to health 
can be misleading, contradicting, inaccurate, or 
designed to sell products. Even the most expe-
rienced Web user can get confused at times with 
no awareness on the variation of the quality of 
health information online, So browsing through 
these pages can cause more anxiety than you 
need and can promote the development of 
hyperchondria after reading all the information 
available on the Internet which can result in more 
frequent visits to the physician’s office2. At the 
other extreme are patients who underestimate 
the severity of their condition based on health 
information they see online and fail to consult a 
physician on time. Acting solely based on online 
health information is potentially dangerous and 
might end up in higher costs to the health care 
system. 

So how do you find the most trustworthy and 
useful information from the vast pool of online 
health information on the Internet? 

How to identify trustworthy health information
The Health On the Net Foundation (HON, 
www.HealthOnNet.org), created in Geneva in 
1995 with the support of WHO, CERN and the 
European Commission, has the mission to guide 
Internet users to useful and trustworthy health 

information. To achieve this, HON Foundation, a 
non-governmental organization, has established 
a code of ethics for health-related websites, 
known as the HON Code of Conduct (HONcode). 

In practice, the HONcode is controlled through 
a certification process. Health websites apply 
for the voluntary, free-of-charge HONcode 
certification.  It is important to stress that HON 
not only evaluates a site but also advises the 
webmaster on what should be amended and 
how. The certification is done in a pedagogical 
way in order to incite the persons responsible to 
modify their web content production process and 
integrate the elementary HONcode principles 
such as disclosure of the author qualifications 
and editorial policy, how the confidentiality is 
taken care of, funding sources, the separation 
between advertising, references, sources of 
content used and dates of last modification. After 
final evaluation by the HONcode team, once the 
site respects the HONcode, the site is allowed to 
display the HONcode seal.

At present, there is no harmonized legislation 
specifically regulating health websites except in 
France where in 2002, the French authorities, 
worrying about the quality of the health websites 
and their information given to the public, passed 
a law (n°2004-810 about health insurance) 
mandating the National French Health Authority 
(Haute Autorité de Santé- HAS) to establish a certi-
fication process of health websites. HON has been 
selected and appointed by the HAS as the official 
organization to certified French health websites. 

Currently, more than 8,300 websites are HONcode 
certified in over 100 countries, 4,400 websites 
in 24 European countries, and 1,500 websites 
certified in France. 

When a website is certified, the following 
questions are addressed in the website: 
• Does the website provide details about the 
editor or the main author of the content, including 
their credentials? 
• Does the website state that its purpose is to support, 
not to replace, the physician-patient relationship?
• Does the website inform you about how they 
use your personal data?

• Does the website display dates  of last modifi-
cation and allow access to the original sources of 
information? 
• Does the website justify their claims about the 
performance of a specific treatment, product or 
service? 
• Does the website present the webmaster’s 
contact details of a contact form that’s easily 
accessible? 
• Are the websites sources of funding clearly 
described? 
• Does the website make a clear distinction 
between advertisement and editorial content?

These elements are checked again during the 
periodical reviews of certified websites. Through 
the HONcode certification, HON aims to provide 
all users easy access to websites that present 
and produce health information in a transparent 
manner. But taking into consideration the dynamic 
and constantly evolving nature of the Internet, 
the websites are always fully responsible for their 
content and the HON Foundation relies on the 
online community to monitor health websites. 

To recognize a certified site, look for the HONcode 
logo and click on the seal to get more details. You 
can also download the HONcode toolbar, so that 
a single click checks the site you are visiting. In 
addition, HON has developed HONcodeHunt, a 
search engine specialized in health, presenting 
search results without any advertising and only 
of certified sites. 

When you are browsing through health websites, 
the HONcode will guide you towards trustworthy 
and transparent information. 

Useful links 
More information about the HONcode: 
http://www.hon.ch/HONcode/Pro/Conduct.html 
The HONcode Toolbar and other tools for patients: 
http://www.hon.ch/HONcode/Patients/visitor_safeUse2.html
The speacialized HON search engine: 
www.honcodehunt.org

Certification of Health Websites

Executive Director, Health on the Net Foundation (HON)
Célia BOyER

“The HONcode is your guide to trustworthy health information.” 
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Celgene: Working to improve the lives of patients  
with rare diseases

Celgene works to drive clinical advances in overlooked disease areas or where the biggest unmet 
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of these often debilitating diseases at their source, Celgene has a significant focus on rare diseases 
including:
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 - 17 EU orphan drug designations to date;

 - Active clinical programmes in 45 rare diseases.
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