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1. EXECUTIVE SUMMARY

Based on present scientific knowledge, there are between 5000 and 8 000 distinct rare
diseases that affect up to 6% of the total EU population at one point in life. In other words,
this equates to between 29 and 36 million people in the European Union 27 Member States
that are, or will be, affected by a rare disease.

Rare diseases present a special case to public health systems due to their specific
characteristics, vast number and diversity, low patient density, limited resources, limited
access to experts, and difficulties with effective treatment. There is probably no other area in
public health in which 27 national approaches could be considered as inefficient and
ineffective as with rare diseases. The reduced number of patients for these diseases and the
need to mobilise resources means that the scale and nature of effective action makes action at
European level in support of the Member States relevant, in accordance with Article 152 of
the Treaty establishing the European Community.

The definition of the main problems posed by rare diseases can categorised into three main
areas: (i) lack of recognition and visibility of rare diseases; (ii) lack of strategies for rare
diseases in the Member States; and (iii) lack of European cooperation, coordination, and
regulation for rare diseases. The problems identified in this final category can be further
defined as inequitable access to healthcare, limited research, and an insufficient and
incoherent legislative framework within the European Union.

Thus, there is a need to act in a cohesive manner, as there is no effective way in which the
Member States can ensure proper recognition and visibility of rare diseases on their own. This
initiative would give formal visibility and recognition to this process, which also provides the
opportunity to follow through with solutions to many of the problems posed by rare diseases
that have been outlined above and will be discussed further in this Impact Assessment.

On this basis, the preferred option is to set out a Community strategy for rare diseases set out
in a Commission Communication, focusing on:

e ensuring appropriate codification and classification of rare diseases and facilitating the
acquisition, provision and dissemination of scientific information on rare diseases for
patients and clinicians;

e a proposal for a Recommendation of the Council on establishment of coherent and
comprehensive strategies for rare diseases in the Member States, based on Article 152
TEC.

2. PROCEDURAL | SSUESAND CONSULTATION OF INTERESTED PARTIES
2.1 Organisation and Timing

A White Paper on a European Action in the Field of Rare Diseases (Rare Diseases: Europe's
Challenges) was included as a strategic initiative in the Commission's Legislative Work
Programme for 2008, with DG SANCO as the lead Directorate General. Work on the Impact
Assessment began after the completion of the Roadmap in late October 2006, and concluded
in May 2008. The Impact Assessment Board was consulted on 18 June 2008, and its
comments have been incorporated into the final version of the Impact Assessment. The
proposals envisaged are intended to be adopted in autumn 2008.

! http://ec.europa.eu/atwork/programmes/docs/clwp2008_en.pdf
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2.2. Consultation and Expertise
2.2.1. Sakeholder Consultation

The EU Task Force on Rare Diseases (RDTF) was set up in January 2004 by the European
Commission's Public Health Directorate. Its aims are:

e to advise and assist the European Commission in promoting the optimal prevention,
diagnosis and treatment of rare diseases in Europe, in recognition of the unique added
value to be gained for rare diseases through European coordination;

e to provide a forum for discussion and exchange of views and experience on all issues
related to rare diseases.

The Task Force is led by Dr. Ségoléne Aymé, medical geneticist and director of the Orphanet
database of rare diseases. The Deputy Leader is Professor Helen Dolk, director of the Eurocat
programme on congenital disorders. It currently has 36 members comprising current and
former project leaders of European research projects related to rare diseases, Member State
experts and representatives from relevant international organisations.

After the preparation of the First Draft of the Public Consultation on a European Action in the
Field of Rare Diseases, the first presentation of the strategic orientations of this Consultation
took place in the EU Task Force on Rare Diseases on 20 June, 2007. The RDTF decided to
appoint a Drafting Group to support the European Commission on a voluntary basis in the
preparation of the text for the Public Consultation. This Drafting Group consisted of six
experts in the field of rare diseases. The Drafting Group met on 11 July and 15 October, 2007.

The First Draft of the Public Consultation on a European Action in the Field of Rare Diseases
prepared by the Drafting Group and the European Commission was submitted for discussion
with the most relevant stakeholders at the following meetings:

e The European Workshop on Reference Networks on Rare Diseases (Prague, Czech
Republic, 11-13 July, 2008)

e The EU Task Force on Rare Diseases (Luxembourg, 23 October, 2007)

e The Annual International Conference on Rare Diseases and Orphan Drugs organised by the
Italian authorities (Rome, 5-8 November, 2007)

e The Committee for Orphan Medicinal Products from the European Medicines Agency
(London , 5 February, 2008)

e The Working Group on European Reference Networks from the High Level Committee on
Health Care (Brussels, 30 January, 2008)

e A discussion with the patients’ organisations was organised during the European
Conference on Rare Diseases (see point 2.2.2).

After the conclusion of the Public Consultation, the Drafting Group met on 13 February, in
order to help the Commission in the analysis of the results of the Public Consultation and for
the preparation of the final text of the Commission Communication and the Council
Recommendation.

2.2.2. European Conference on Rare Diseases

The 4™ European Conference on Rare Diseases was organised in Lisbon on 26-28 November,
2007, under the Portuguese Presidency of the Council. During the conference, the Public
Consultation regarding European Action in the Field of Rare Diseases was officially launched
by Andrzej Ry$ (Director of Public Health at the European Commission) in the opening
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speech of the Conference. Questions formulated in the Public Consultation refer to the main
topics affecting rare diseases: definition of rare diseases, classification, and codification, need
of a European inventory of rare diseases, equity of citizens’ access to orphan drugs,
coordination of compassionate use of orphan drugs, antenatal screening, specialised social
services, reference networks, research, etc. The conference was attended by 500 persons
representing all the stakeholders acting in the rare diseases community.

2.2.3. Inter-Service Seering Group

An Inter-Service Steering Group was set up for the Public Consultation and met in Brussels
on 28 January. DGs participating were SANCO, RTD, DEV, ENTR, ESTAT, SG and EMPL.
As well as offering input into the development of this Impact Assessment, the group members
contributed to a mapping exercise on their work on rare diseases.

2.2.4. Public Consultation

In total, 584 responses were received, including contributions from 15 Member States. Key
outcomes were that stakeholders want a comprehensive approach to rare diseases issues in the
EU. All the answers consider that the national or regional level is insufficient to offer
adequate alternatives to the problem. The EU level is retained in 100% of answers as the most
appropriate. There was a general support for a new overarching, strategic and coherent
framework for rare diseases policy in the near future. The vast majority supported the ten
broad priorities proposed by the Commission:

(D) to improve information, identification and knowledge on rare diseases;

(2)  to support implementation of National Plans for Rare Diseases;

3) to improve prevention, diagnosis and care of patients with Rare Diseases;

4) to develop national/regional centres of reference and establish EU reference networks;
(&) to ensure equitable access to all EU patients to orphan drugs and compassionate use;
(6)  to develop specialised and adapted social services for rare diseases patients;

(7 to accelerate research and developments in the field of Rare Diseases and Orphan
Drugs in order to strengthen at European level the limited and scattered expertise on
rare diseases;

(8) to empower patients with Rare Diseases at individual and collective level;
9 to develop the international cooperation on rare diseases;
(10) to coordinate the policies and initiatives at EU level.

Only in this last point do certain controversies appear referring to whether or not to create a
European Agency on Rare Diseases. Key outcomes of the consultation meetings have also
been fed into this paper.

2.2.5. Impact Assessment Board

The Impact Assessment Board was consulted on 18 June 2008. Following the Board’s
opinion, the following important modifications, amongst others, have been made to this
impact assessment.

(1)  In the introduction, an extra section has been added to show the contribution of the
ongoing EU actions to create best practices in the field of rare diseases.

2) In section 4.2 of the problem definition, we have outlined to current baseline activities
taking place in the Member States, providing more clarity on existing polices.
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3) The policy options section has been reorganised.

3. INTRODUCTION
3.1 I ntroduction to Rar e Diseases

Rare diseases are life-threatening or chronically debilitating diseases with a low prevalence
and a high level of complexity. Most of them are genetic diseases, the others being rare
cancers, autoimmune diseases, congenital malformations, toxic and infectious diseases,
among other categories (see Annex 0). They call for a global approach based on specific and
combined efforts to prevent significant morbidity or avoidable premature mortality, and to
improve quality of life or socio-economic potential of affected persons.

A Community action programme on rare diseases, including genetic diseases, was adopted for
the period 1 January, 1999, to 31 December, 2003.” This programme defined the prevalence
for a rare disease as affecting no more than 5 per 10 000 persons in the European Union.
Additionally, Regulation (EC) No. 141/2000 of the European Parliament and of the Council
of 16 December, 1999, on orphan medicinal products establishes the definition of an "orphan
medicinal product” [article 2(b)] as well as criteria for designation of a medicinal product as
an orphan medicinal product [article 3]. According to the relevant provisions of article 3, a
medicinal product shall be designated as an "orphan medicinal product" when intended for the
diagnosis, prevention or treatment of a life-threatening or chronically debilitating condition
affecting not more than 5 in 10 000 persons in the Community when the application is
made. Whilst this prevalence rate of 5 per 10 000 seems low, it translates into approximately
246 000 persons per disease in the EU 27 Member States (MS). Based on present scientific
knowledge, there are between 5000 and 8 000 distinct rare diseases that affect up to 6% of
the total EU population at one point in life. In other words, this equates to between 29 and 36
million people in the European Union 27 MS that are affected, or will be affected, by a rare
disease.

According to available sources in medical literature’, less than 100 rare diseases have
prevalence near the threshold of 5 per 10,000, such as Gelineau disease, triple X syndrome,
scleroderma or neural tube defects. Most rare diseases are very rare, affecting one in 100,000
people or less, such as Gaucher disease, Ewing sarcoma, Duchenne muscular dystrophy, or
Von Hippel-Lindau disease. Thousands of rare diseases affect only a few patients in Europe
such as Pompe disease, alternating hemiplegia, or Ondine syndrome. Patients with very rare
diseases and their families are particularly isolated and vulnerable.

There is also a great diversity in the age at which the first symptoms occur; half of the rare
diseases can appear at birth or during childhood (such as Williams’ syndrome, Prader-Willi
syndrome, and retinoblastoma). The other half of rare diseases can appear in adulthood (such
as Huntington’s disease, Creutzfeld-Jacob disease, amyotrophic lateral sclerosis).

Although most rare diseases are genetic diseases, they can also result from environmental
exposures during pregnancy or later in life, often in combination with genetic susceptibility.
Some are rare forms or rare complications of other common diseases.

Relatively common conditions can hide underlying rar e diseases; examples include autism
(which is a major symptom in Rett syndrome, fragile X, Angelman syndrome, adult

: Decision No 1295/1999/EC of the European Parliament and of the Council of 29 April, 1999, adopting
a programme of Community action on rare diseases within the framework for action in the field of
public health (1999 to 2003).

Prevalence of rare diseases: A bibliographic survey July 2007 - Orphanet

EN



EN

phenylketonuria, Sanfilippo disease, et al.) or epilepsy (in tuberous sclerosis, Shokeir
syndrome, Dravet syndrome, et al.). Many conditions classified in the past as mental
deficiency, cerebral palsy, autism, or psychoses are manifestations of rare diseases still to be
characterised. Most congenital malformations and many types of cancers, including all
cancers affecting children, are rare diseases.

Research on rare diseases has been fundamental in the identification of most human genes
identified so far and a quarter of the innovative medicinal products that received market
approval in the EU (or phan drugs). Research on rare diseases has proved to be very useful to
understand better the mechanism of common conditions like obesity and diabetes, as they
represent a model of dysfunction of a biological pathway. However, research on rare diseases
is not only scarce but also scattered throughout the EU. Under normal market conditions, the
pharmaceutical industry is reluctant to invest in medicinal products and medical devices for
rare conditions because of the very limited market for each disease. This explains why rare
diseases are also called “orphan diseases” — they are “orphan” of a research focus and market
interest, as well as of public health policies.

At the same time, there are growing concerns that health systems are now willing to pay much
more for orphan diseases (in terms of costs per Quality Adjusted Life Years or cost per life
year gained) than for other diseases which have—if dealt with—Dbigger potential for health
gain on global populations. The price for research and drugs makes it impossible for treatment
of rare diseases to meet the conventional criteria for cost-effectiveness.

The Commission has already been active in the field of rare diseases; however, as will be
explained further in defining the problems posed by rare diseases, there is still a lot more
work that can and needs to be done to improve the situation for the citizens of Europe.
Moreover, any action needs to involve cooperation and coordination between the Member
States to be effective, and the current EU legislative framework is poorly adapted to rare
diseases (see 4.3.3). Below is a brief list of previous and ongoing activities in the field of rare
diseases; for a detailed list with explanations, please refer to Annex 10.2.

e Community Action Programme on Rare Diseases adopted for the period 1999-2003.
e Rare diseases were a priority in the EU Public Health Programme 2003-2007.

e Rare diseases continue to be a priority in the new Health Programme 2008-2013.
e Decision 1350/2007/EC of the Parliament and Council promotes action on rare diseases.

e The White Paper “Together for Health: A Strategic Approach for the EU 2008-2013” also
identifies rare diseases as a priority for action.

e FEuropean Community Framework Programmes for Research and Technological
Development has contributed to advancing knowledge on rare diseases for two decades.

e FP6 supported around 60 rare disease-relevant projects, including coordination projects
such as the OrphanPlatForm (part of the Orphanet platform) and ERA-Net projects”.

e FP7 recognises rare diseases a priority for research activities.

ERA-Nets are projects aiming to step up the cooperation and coordination of research activities carried
out at national or regional level in the Member States and Associated States through the networking of
research activities conducted at national or regional level, and the mutual opening of national and
regional research programmes.
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e The Orphan Medicinal Product Regulation was adopted to set up the criteria for orphan
designation in the EU and describes the incentives (Regulation (EC) No 141/2000 of the
European Parliament and of the Council of 16 December, 1999, on orphan medicinal
products)

e A Committee for Orphan Medicinal Products was established in 2000 within EMEA.

e DG SANCO has established the High Level Group on Health Services and Medical Care.
One of its Working Groups deals with reference networks of centres of expertise for rare
diseases.

e The Health Programme will also continue to integrate the support of patients’ organisations
as a priority for action.

3.2. The contribution of the ongoing EU actionsto create best practices

The Health Programme and the previous programmes have since 1999 supported 39 projects
in the area of rare diseases with a funding of around €14 million. Some of these projects are
international references used extensively by experts and patients around the World, and have
created the necessary sharing of expertise that permits a solid basis for more in depth sharing
of good practices and political values in this area. Such projects, amongst others, are:

e the ORPHANET database, the most important database for rare diseases and orphan drugs
for the general public in Europe;

e the successive projects implemented by EURORDIS for building a public policy on rare
diseases, improving quality information on rare diseases and orphan drugs, based on a
survey, workshops and guidance documents;

o the EUROCAT network (Surveillance of congenital anomalies in Europe) that provides
essential epidemiologic information on congenital anomalies and acts as a resource centre
for people and professionals;

e the ENERCA (European Network for Rare Congenital Anaemias)

The contribution of the existing EU Task Force on Rare Diseases, created by DG SANCO in
2003, in defining of the framework for the creation of European Reference Networks and the
ongoing revision of the International Classification of Diseases are examples of good
practices of cooperation between Member States, with the Commission having a direct impact
in the improvement of the situation of the patients.

A substantial contribution to advancing knowledge on rare diseases has also been provided for
two decades through collaborative and coordinated research projects supported by the
successive European Community Framework Programmes for Research and
Technological Development®. The support provided to some 60 multidisciplinary
collaborative projects on rare diseases has created a solid basis for a more extensive
cooperation. The support from the FP6 to the ERA-Net project dedicated to rare diseases (E-
Rare)® for the development of joint and trans-national activities (survey on national
programmes, identification of gaps and overlaps among national research programs and
activities on rare diseases) is also an example of good practices.

Under the responsibility of DG ENTR and the EMEA (the European Medicines Agency), the
EC implements a policy on Orphan Drugs. The Orphan Medicinal Product Regulation

See http://cordis.europa.eu/fp7/home_en.html
See http://www.e-rare.eu/cgi-bin/index.php
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(Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16
December, 1999, on orphan medicinal products’) was proposed to set up the criteria for
orphan designation in the EU and describes the incentives. In 2000, a Committee for
Orphan Medicinal Products (COMP)® was established within EMEA to review applications
from persons or companies seeking “orphan medicinal product designation” for products they
intend to develop for the diagnosis, prevention, or treatment of rare diseases. In the period
between April 2000 and August 2007, the EMEA has received more than 740 applications for
orphan designation. As of July 2007, more than 40 different new orphan medicinal
products have received a marketing authorisation for the treatment of more than 40 different
life-threatening or chronically debilitating rare diseases. In addition, more than 500 further
medicines have already been designated by the Committee on Orphan Medicinal Products
(COMP) as orphan medicinal products, but are still undergoing clinical tests.

The Commission is well aware that a lot of additional effort is needed in this area, but the
good practices created by the COMP constitutes a solid basis for a future integrated European
approach for rare diseases.

4, PROBLEM DEFINITION
4.1. Lack of Recognition and Visibility of Rare Diseases

Although rare diseases heavily contribute to morbidity and mortality, they are mostly invisible
in health care information systems due to the lack of appropriate coding and classification
systems. The lack of formal identification in health systems thus imposes medical and
financial barriers to receiving treatment for an unrecognised disease that consequently lacks
allocated funds and resources, thus creating a cycle that maintains the current inefficiency and
lack of recognition of rare diseases.

Furthermore, misdiagnosis and non-diagnosis are the main hurdles to improving life-quality
for thousands of rare disease patients. A serious issue is the length of time required for
diagnosis, which currently can be from nine months to 4-5 years, if not longer in some cases.
This is particularly a problem with rare diseases; on average, a doctor will see approximately
300 diseases during the course of their professional life, thus it is impossible for any one
medical practitioner to be able to identify all of the 6,000-7,000 rare diseases. There is
currently no central reference (e.g. inventory of symptoms, definitions, treatments, etc.) for a
clinician to refer to, compounding the problem of poor diagnosis. This thus further enhances
the lack of sufficient recognition of rare diseases. Moreover, for many rare diseases, such
information does not even exist, which emphasises the need for more research.

4.2. Lack of Policies on Rare Diseasesin the Member States

The focus on rare diseases is a relatively new phenomenon in most EU Member States. Until
recently, public health authorities and policy makers largely ignored these challenges due to
the splintering of policy debates across many different rare diseases rather than the
identification of common themes for all rare diseases.

Rare diseases require a correlated, integrated approach to research, diagnosis, and treatment.
Within the Member States, there is fragmentation of the limited resources available for rare

7 Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on
orphan medicinal products
See http://www.emea.europa.eu/htms/general/contacts/ COMP/COMP.html
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diseases, thus it is essential to have a specific plan to concentrate and make efficient use of
these limited resources that would otherwise fall below the threshold for efficacy.

Only a limited number of Member States have adopted or will soon adopt a National Plan or
launch relevant initiatives in the area of rare diseases. While only France has established a
comprehensive and integrated action plan (2005-2008)°, the rest of MS have national policies
in a limited number of areas:

(1) focus only in centres of expertise (Italy, Denmark, United Kingdom);
(2) focus only on research (Spain, Germany, The Netherlands);
(3)  priority only the orphan drugs dimension (Ireland);

(4) support to patient's organisations in absence of a national public health action
(Romania, Luxembourg).

In certain cases initiatives in order to establish a National Plan on Rare Diseases are in
process (Bulgaria, Portugal). In the rest of MS no evident targeted policy seems to exist.

This lack of specific health policiesfor rare diseases in the large majority of Member States
and the scarcity of the expertise, translate into delayed diagnosis and difficult access to care.
This results in additional physical, psychological, and intellectual impairments, sometimes
birth of affected siblings, inadequate or even harmful treatments, and loss of confidence in the
health care system. However, some rare diseases are compatible with normal quality of life if
diagnosed on time and properly managed. A common approach on what a health policy on
rare diseases can provide will improve, if done on a European scale of cooperation and
sharing of expert resources, the protection of patients and their families.

4.3. Lack of Effective Healthcare, Research, and Regulation for Rare Diseases in
Europe

4.3.1. Inequitable Accessto Expert Healthcare

The national healthcare services for diagnosis, treatment, and rehabilitation of people with
rare diseases differ significantly with respect to their availability and quality. There is a lack
of reference networks, and access to care, resources, and expertise may well only be available
in another Member State. A few MS have successfully addressed some of these issues raised
by the rarity of some diseases, but most have not, leading to an overall inefficiency in tackling
the problem across the EU.

Eurordis launched a patient survey of the EurordisCare Programme, which is part of the EU
Rare Disease Patient Solidarity Project (RAPSODY, supported through the Public Health
Programme), aimed at describing and comparing experiences and expectations of patients and
their families concerning access to health services for 16 rare diseases in Europe. Some of the
main results and findings are as follows (see Annex 10.2 for further details):

¢ In terms of specialised centres, respondents are asking for: centres that know their disease
well; multidisciplinary approach; better communication between the various professionals;
improved social services, especially those linked to the rarity of the disease; and the right
balance between specialisation (a centre with critical mass and knowledge) and proximity
from home (to avoid having to travel) .

e 20% of patients experienced some rejection by health professionals because of their
disease (main reason: complexity of the disease, in 80% of cases).

See http://www.orpha.net/actor/EuropaNews/2006/doc/French_National Plan.pdf
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e 70% of patients needed the services of a social worker, but in 30% of cases, the access to
this service was difficult; the less frequent the needs, the less satisfying the assistance
provided; when social services were offered by associations, patients were more satisfied.

e Difficulties in access to care vary greatly per disease; 18% of respondents had difficulties,
with the time for first appointment being the main factor of difficulty. 12% of patients
failed to access at least one of the eight essential health services surveyed (the main reason
being the lack of referral).

4.3.2. Fragmented Research

There are at least 6 000 to 7 000 distinct rare diseases, the great majority of them being of
genetic origin. Although individually rare, rare diseases in total affect at least 20 million
persons in Europe. They represent a major issue in healthcare since a large percentage of
these diseases lead to a significant decrease of life expectancy, and most of them cause
chronic illness with a large impact on quality of life and the healthcare system. Diagnosis of a
rare disease is often delayed, and for the majority of rare diseases no appropriate treatment
exists. However, there is a very close link between research and the possibilities for diagnosis
and treatment of rare diseases. Therefore, further research on rare diseases is needed but is
hampered by inefficiency and fragmentation of the limited resources available at several
levels:

(1)  Few scientists work on one specific disease;

(2) There are few patients scattered over a large geographic area, causing difficulties to
gather cohorts required for studies;

(3)  Existing databases and material collections are usually local, small, and not accessible
nor standardised;

(4)  Diseases often have complex clinical phenotypes and require interdisciplinary
approaches to treatment and interdisciplinary cooperation for research.

Due to the limited expertise and resources (material, human, financial) mobilised for research
in each individual European country, efforts are obviously limited in objectives and power.
Therefore, rare diseases are a prime example of a research area that could strongly profit from
coordination on a trans-national scale. The European research area should be enabled to
realize its potential by reorganizing and combining scientific expertise, research
infrastructure, well-defined patient cohorts, and biological material.

4.3.3. Insufficient Legislative Framework

The current EU legislative framework is poorly adapted to rare diseases, which present a
special case due to their specific characteristics, vast number and diversity, low patient
density, and limited resources. The relevant existing Community legislation, for example on
clinical trials and marketing authorisation of medicinal products, is proving unsuitable and
insufficient when applied to rare diseases. Thus, the current legal framework is unable to
tackle adequately the problems that have been outlined in this chapter—Iack of recognition,
research, specific policies, access to expert healthcare, and insufficient Europe-wide
information exchange—that specifically relate to rare diseases.

4.4, Subsidiarity

There is probably no other area in public health in which 27 national approaches could be
considered as inefficient and ineffective as with rare diseases. The reduced number of
patients for these diseases and the need to mobilise resources means that the scale and nature
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of effective action requires action at European level in support of the Member States, in
accordance with Article 152 of the Treaty establishing the European Community.

At national level, Centres of Expertise for at least some rare diseases exist in 12 Member
States. However, it is not feasible to have a centre for every disease in every Member State
due to the high levels of (especially financial and human) resources that would be required;
for example, for many diseases, there is simply not a large enough patient population in each
country to sustain safe and efficient care in a specific centre for each Member State. The idea
is that the expertise, rather than the patients, should travel - although patients should also be
able to travel to the centres if they need to.

However, many interventions that would have an impact in this field are in settings that either
are fully outside the competence of the Community or need a shared management with
national authorities (reference networks) or with the WHO (classification and codification).

The subsidiarity test asks whether EU action is necessary (the 'necessity test'), or whether
action by Member States is sufficient to solve the problem. It asks whether action at EU-level
adds value to the work done by Member States (the 'added-value test'), and it asks if the
measures chosen are proportionate to the objectives (the 'boundary test'). This section looks
at the first two tests.

4.4.1. Necessity Test

Member States have the prime responsibility for protecting and improving the health of their
citizens. As part of that responsibility, it is for them to decide on the organisation and delivery
of health services and medical care to patients suffering from a rare disease. However, the
fundamental aims of the EU in terms of free movement of patients, equitable recognition of
diseases, and equitable access to safe and efficient orphan drugs or cooperative research on
rare diseases, necessarily have an EU health dimension.

As the problems defined above show, the area of rare diseases is an area where action needs
effective cooperation and coordination between countries. There is a need to act in a cohesive
manner, as there is no effective or efficient way in which the Member States can ensure
proper recognition, visibility, and management of rare diseases on their own.

A key reason for taking action now on rare diseases is the current revision of the International
Classification of Diseases (ICD). The ICD is the international reference for classification of
diseases and conditions coordinated by the World Health Organisation (WHO). It is key step
in raising awareness and recognition of rare diseases at an international-level (see section 5.1).
The current tenth revision of the ICD (ICD-10) was endorsed by the forty-third World Health
Assembly in May 1990, but emerging diseases and scientific developments, advances in
service delivery, and changes in health information systems require a revision of ICD. The
new ICD-11 also aims to include rare diseases and to do this effectively from a European
perspective there needs to be a central coordinating point. This initiative would give formal
visibility and recognition to this process, which also provides the opportunity to follow
through with solutions to many of the problems posed by rare diseases that have already been
presented.

In the field of rare diseases, there are no links between established actions of other
international organisations. WHO has only recently launched some consultations on essential
medicines, which can be compared to certain problems associated with the orphan drugs.
However, there is no WHO specific action in the field of rare diseases. For some diseases
such as the congenital anomalies, the EU is contributing via projects (Eurocat) to some WHO
actions (International Database on Craniofacial Anomalies (IDCFA)). In the case of OECD,
rare diseases are not planned to be part of any action of this organisation.
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442 Added-Value Test

There is also a wide range of health issues where the EU has a key role in undertaking actions,
which add value to and complement the work done by Member States in making European
Citizens healthier. In recent years, the EU, in partnership with Member States, has made
important progress in improving and protecting health.

The EU can add value through a wide range of activities. These include working to reach
critical mass or obtain economies of scale—for example sharing information on rare diseases
where only a small number people are affected in each Member State—or performing
collaborative multidisciplinary research, which proves the most efficient way to better
understand the diseases and develop preventive, diagnostics and therapeutic methods.
Sharing best practice and benchmarking activities in many areas can contribute to the
efficient and effective use of scarce resources and therefore the European coordination of MS
action can prove particularly important in terms of future financial sustainability.

The EU therefore clearly adds value in a wide range of areas relating to health. Given the
need to tackle current and emerging health challenges in the most effective manner and to
advance good governance in health at the EU level, there is also an important added-value
resulting from taking an integrated approach in relation to rare diseases. Clear added-value
examples can be identified in the following five areas:

e Reducing Inequities in Health in the EU
Added-value of a new EU approach on rare diseases is found in the contribution of the
Communication to an equitable access to all EU patients to safer and more efficient orphan
drugs and to the compassionate use. In an EU contribution to develop specialised and
adapted social services for rare diseases patients and, especially, to the development
national/regional centres of expertise establishing EU reference networks

e Creating a Coherent Framework for Identification of Rare Diseases and Europe-wide
information sharing.

e Added-value of a new EU approach on rare diseases is found in the improvement of
information, identification and knowledge on rare diseases to set a strong basis for
diagnosis and care of patients; rationalise current mechanisms; support strategic action on
rare diseases at national level; strengthen cooperation between Member States at EU level
and to improve a common approach to prevention, diagnosis and care of patients with Rare
Diseases.

e Creating an Improved Framework for Research on Rare  Diseases
Added-value of an EU approach on rare diseases is found to accelerate research and
developments in the field of Rare Diseases and Orphan Drugs by allowing
multidisciplinary collaborative research, by strengthening the limited and scattered
expertise on rare diseases at European level.

5. OBJECTIVES

The overall objective for Community action on rare diseases is to support Member States in
ensuring effective and efficient recognition, prevention, diagnosis, treatment, care, and
research for rare diseases. This is supported by the Commission’s strategic goals of
prosperity, solidarity, and security. This is to be achieved through three specific objectives.
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5.1. I mproving Recognition and Visibility on Rare Diseases

The key to improving overall strategies for rare diseases is to ensure that they are recognised,
so that all the other linked actions can follow appropriately. The international reference for
classification of diseases and conditions is the International Classification of Disecases,
coordinated by the World Health Organisation (WHO'?). The ICD is defined by the WHO as
being “the international standard for diagnostic classification for epidemiological and health
management purposes.” This includes the monitoring of the incidence and prevalence of
diseases. The ICD is used to classify diseases and other health problems recorded on many
types of health and vital records including death certificates and hospital records. These
records also provide the basis for the compilation of national mortality and morbidity
statistics. The EU should thus cooperate closely with the WHO in the process of revising the
existing ICD (International Classification of Diseases) in order to ensure a better codification
and classification of rare diseases.

To improve diagnosis and care in the field of rare diseases, appropriate identification also
needs to be accompanied by accurate information, provided, and disseminated in a format
adapted to the needs of professionals and of affected persons. This will contribute to tackling
some of the main causes of neglecting the issue of rare diseases. A better coding and
classification system will also help patients to understand the rare disease in order to talk
about it to their peers, relatives, carers, and doctors.

5.2. Supporting Policies on Rare Diseasesin the Member States

Efficient and effective action for rare diseases depends on a coherent overall strategy for rare
diseases mobilising scarce and scattered resources in an integrated and well-recognised way,
and integrated into a common European effort. That common European effort itself also
depends on a common approach to work on rare diseases across the EU, in order to establish a
shared basis for collaboration. The EU could therefore bring together and clearly define best
practices that could be taken as a basis for rare diseases strategies within the Member States.

5.3. Developing European cooperation, coordination, and regulation for rare
diseases

Community action can help Member States to achieve efficiency in bringing together and
organise the scarce resources in the area of rare diseases, and can help patients and
professionals to collaborate across Member States in order to share and coordinate expertise
and information. The Community should also aim to coordinate better the policies and
initiatives at EU-level, and to strengthen the cooperation between EU programmes, in order to
maximise further the resources available for rare diseases at Community level, in particular to
ensure:

— effective coordination of research and technological development;

— access to appropriate expert healthcare to, as well as specialised and adapted social
services for rare disease patients;

— and adaptation of the framework of legislation and action at Community level to the
specific needs of rare disease, in areas such as compassionate use of medicines, regulatory
framework for orphan drugs, incentives for development of new, safe and efficient
medicine or applications introducing added therapeutic value for rare diseases.

See http://www.who.int/classifications/icd/en/.
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6. PoLicy OPTIONS

This section sets out the different options that could be taken for each of the three specific
objectives above. In selecting the main options to consider, this impact assessment focuses on
appropriate tools for the rare diseases sector and the challenges to be met. In particular, we do
not explore self-regulation or harmonisation in any detail, as the problems and objectives to
be addressed in the field of rare diseases are not appropriate for either self-regulation or
Community harmonisation.

As set out in the report on self-regulation practices in SANCO policy areas'', self-regulation
refers to “the possibility for economic operators, the social partners, non-government
organisations, or associations to adopt amongst themselves and for themselves common
guidelines at European level (particularly codes of practice or sectoral agreements)".
However, this is not a viable solution for resolution of the problems identified, which cannot
be effectively addressed by independent operators but which precisely require a collective
approach also involving public authorities. Effective recognition and visibility of rare diseases
depend on involvement of public authorities and has certain procedural requirements; national
strategies likewise depend on political engagement of public authorities; and the problems
requiring European action need actions to be undertaken by the Institutions. The options
chosen therefore focus on options including engagement of those stakeholders in appropriate
ways, in particular through “soft law” and technical cooperation structures.

6.1. Baseline Option

Continuing with project-based work without a European reference point within current legal
framework

Under this option, the Commission would continue to support individual projects aiming to
improve the recognition and visibility of rare diseases, without providing formal guidance or
recommendation to Member States regarding how to ensure efficient and effective strategies.
This option would build on the previous programmes and existing actions, but without
combining these with the political authority and visibility of a formal Commission initiative.
The Commission would continue to support individual actions in different programmes, and
existing legal provisions such as the legislative framework for orphan drugs would remain.
However, these would not be brought together into a single integrated strategy.

6.2. Commission Communication and Proposal for a Council Recommendation

Under this option, the Commission would provide a formal statement of the definition of rare
diseases within the EU, and set out its intentions for recognition and visibility of rare diseases
at European and global level and set out an overall strategy for European work on rare
diseases, bringing together the different strands of action into an integrated approach. Specific
actions would include:

— Confirming the EU definition of rare disease based on a prevalence of no more than 5 per
10 000;

— Contributing to the ongoing process of revision of the ICD (International Classification of
Diseases) in order to ensure appropriate codification and classification of rare diseases in
the future ICD-11, to constitute an agreed international reference point, which can be used
by all Member States if they wish.

see http://ec.europa.eu/dgs/health consumer/self regulation/index_en.htm
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— Providing and disseminating scientific information on rare diseases for patients and
clinicians, through the health programme and building on the EU health portal.

— Establishing a committee of experts to provide advice on rare diseases to the different areas
of Community action, such as research priorities and medicines licensing;

— Facilitating networking between patients and professionals across Europe (eg: through
financing projects under the existing Health Programme) in order to share and develop
knowledge and information regarding rare diseases across the EU as a whole;

— Building on the procedure for designation and evaluation of European reference networks
covered by the forthcoming proposals on patient rights in cross-border healthcare, to
establish a list of existing national centres of expertise for rare diseases identified in the
MS, and to explore the potential for Community financial support to ensure appropriate
healthcare infrastructure across the EU;

— Working to develop European guidelines for compassionate use of medicines and
associated requirements, in liaison with the European Medicines Agency (EMEA) in
particular;

— Reviewing the existing legislative framework, including the regulation on orphan drugs,
with a view to considering whether any additional proposals are necessary in order to meet
the needs of people with rare diseases'”.

The Commission would also propose a Recommendation of the Council, recommending that
Member States establish coherent and comprehensive strategies for rare diseases, and setting
out the overall elements that such strategies should cover, based on Article 152 TEC, and
building on the results of Community action so far in this field. The recommendation would
not set out detail on how these areas should be addressed by Member States, which would
then be adapted by Member States in the ways best suited to their health system. Member
States would be recommended to:

— Establish formal strategies for the identification and recognition of rare diseases;

— Ensure access to information for patients and professionals about their diagnosis and
treatment with plans and mechanisms for referral where appropriate;

— Establish priorities for research and development for rare diseases and their treatments;
— Support patients’ groups with the involvement of health professionals.
6.3. Re-establish Formal Rare Diseases Programme

Under this option, the Commission would propose establishing a specific programme with a
single detailed strategy for rare diseases healthcare at Community level. The programme
would be established under Article 152 of the Treaty, in order to take forward specific
projects on rare diseases in a similar way to the previous specific programme on rare diseases.

The aim of the previous programme'® was to contribute, in coordination with other
Community measures, towards ensuring a high level of health protection in relation to rare
diseases. This would be achieved by improving knowledge, for example by promoting the
setting-up of a coherent and complementary European information network on rare diseases,

Any such proposals would of course be accompanied by their own impact assessment.

1 See Decision No 1295/1999/EC of the European Parliament and of the Council of 29 April 1999
adopting a programme of Community action on rare diseases within the framework for action in the
field of public health (1999 to 2003), OJ L 155/1 of 26.6.1999.
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and facilitating access to information about these diseases, in particular for health
professionals, researchers and those affected directly or indirectly by these diseases, by
encouraging and strengthening trans-national cooperation between voluntary and professional
support groups for those concerned, and by ensuring optimum handling of clusters and by
promoting the surveillance of rare diseases.

However, this Programme was conceived as a financial instrument in order to finance actions
in the fields mentioned above and was never an instrument to define a Commission policy or
a framework of cooperation with Member States. The utility of the former Programme was
limited to the support and impulse of the first European actions in the field of rare diseases
integrating the public health dimension. The former FP5 and FP6 Programmes have over the
years played an exclusive role in this area. A re-establishment of the former Rare Diseases

Programme would not correspond to the current expectations of a European action in the
field.

Under this option, the Commission could also adopt measures under the Statistical Regulation
of the Council and Parliament on statistics on public health and health and safety in order to
put in place a binding legal requirement for the collection of data on rare diseases by the
Member States.

7. ANALYSISOF IMPACTS

There is probably no other area in public health in which 27 national approaches could be
considered so inefficient and ineffective as is the case with rare diseases. The low number of
patients with these diseases as well as relatively small number of experts (due to the number
and diversity of recognised rare diseases) and the need to mobilise resources could be only
efficient if done in a coordinated European way. The results of the actions financed so far
have provided sufficient availability of data to demonstrate the link between best-practice
actions and resulting treatment, information, and sharing of knowledge influencing the well-
being of rare diseases patients.

Social Impacts

In general terms, improving the situation for rare diseases brings social benefits of equity of
access to healthcare for the citizens affected by rare diseases, regardless of the rarity of their
condition or where they live within the Union. The innovative tools and methods developed
during research on rare diseases can often subsequently be applied to more common diseases,
thereby benefiting a wider population than only the rare diseases patients. Currently, many
patients have difficulty identifying their condition or in finding a doctor with sufficient
relevant expertise to do so; this is often exacerbated by expertise being unevenly distributed
across the Union, and often only available in a limited number of languages (typically
English).

Environmental I mpact

Due to the nature of the initiative, the environmental impact is negligible, and will not be
considered further in the following analyses.

Economic I mpacts

Successful intervention on rare diseases could also have economic impact in improving
efficiency and effectiveness in the use of resources for rare diseases. Also, innovation fostered
by researching rare diseases can benefit the society at large. Rare diseases are often complex
and difficult to treat, given the high cost of the rare diseases treatment, and have clear
economies of scale from efficiently bringing together expertise and treatment facilities.
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Although the number of people with individual diseases is low, as outlined above the total
number of people affected by rare diseases is substantial. Improving the efficiency of action to
address them will therefore bring significant benefits both for the individual patients and for
the efficient use of resources for health systems overall.

It is therefore clear that the major impacts (both positive and negative) from any initiative on
rare diseases will be in the social and economic areas, and these are thus analysed below. The
analysis is primarily qualitative in nature; this is proportionate, given that the options under
consideration and ultimately recommended are for technical cooperation, non-binding "soft"
law and European-level cooperation, not harmonisation or binding legal measures. Given the
non-binding nature of the initiative, the likely impacts are not expected to be burdensome to
any group or sector, and the proposal itself is neither controversial nor contested.

7.1. Baseline Option

Continuing with project-based work without a European reference point within current legal
framework

Social Impact

Existing project work can continue to better identify and categorise different rare diseases.
However, without some form of formal political recognition and visibility, this work will lack
effectiveness, as the identification and categorisation will not be accepted and taken up
throughout the Union, leading to inequities across the Union regarding access. Currently, only
one Member State has a formal national strategy for rare diseases (France), although some
others have other relevant actions. This leads to great inequity within the Union, with the vast
majority of EU citizens receiving suboptimal healthcare provision. These impacts on
mortality and morbidity rates would be subsequently higher if relevant healthcare services
specific for rare diseases were provided. Moreover, without this consensus throughout the
Union, any proposed revisions to the international classification of disease at global level
through the WHO will be less likely to be accepted and adopted, again undermining their
effectiveness. This approach would mean accepting a level of cooperation with international
institutions that is not optimal as well as an approach to global health information serving EU
policies that is heterogeneous, fragmented, and sometimes contradictory.

Given the complexity and time-consuming nature of establishing such strategies from scratch,
it seems unlikely that without providing a clear reference point bringing together existing best
practices from across the Union, Member States would be able to establish such strategies —
and doing so would certainly be less efficient that being able to draw on an agreed European
reference point. As Member States work to develop their own actions on rare diseases, it is
important to have clarity about what is being done at Community level and how the different
elements fit together. Simply continuing individual actions risks being inefficient with regard
to action within Member States, who will not always be aware of what is being done in the
different areas at Community level. This could lead to even greater inequities developing
between the Member States.

Economic I mpact

As with social impacts, the lack of formal recognition and visibility for a common system of
identification of rare diseases will have an 'opportunity cost' from the inefficiencies of
fragmented actions and duplication of effort. As always with rare diseases, the resources
available remain limited; simply continuing individual actions risks not using those resources
efficiently. This means a consequent opportunity cost through inefficiency of public budgets
for healthcare in the area of rare diseases. The lack of a shared identification and recognition
of rare diseases will also undermine innovation; developing new safe and efficient therapies
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which bring a new added therapeutic value depends on a sufficiently large patient population
to participate in research and provide an economic incentive for development, which will be
hindered by the lack of a common system of recognition of diseases that would enable
pooling of such resources, groups and efforts.

The establishment of the French multiannual (2005-2008) strategy for rare diseases will cost
€86.66m with a further €20m to be spent on research'®. The budgetary consequences for
public authorities in establishing these strategies without guidance and a European approach
makes this option nonviable for many Member States. In the current situation, resources are
highly fragmented and are inefficient at best, many falling below the threshold required for
efficacy.

Existing actions have laid a good basis for Community action on rare diseases. Actions have
grown up and spread across a wide variety of policy areas, legal instruments and programmes,
potentially now including the structural funds, research funds, health programme, e-health
initiatives, licensing frameworks for medicines and medical devices, and the EU health portal.
However, precisely because of the results now available and variety of initiatives being taken,
there is a risk of inefficiency from a lack of a single overall strategy.

7.2. Commission Communication and Proposal for a Council Recommendation
Social mpact

By setting out its processes for improving recognition and visibility of rare diseases through a
Communication, the Commission would help to ensure that this process would have the
involvement of all relevant stakeholders, and that the results would be coherent, accepted, and
used throughout the Union. Databases and registries at European level will be a powerful
instrument of knowledge of diseases providing tools for future actions. National registries
could be significant contributors to these European registries but would never be able to
provide the necessary amount of information on a certain disease due to the scarcity of
patients by MS. Giving central information resources formal visibility through a Commission
Communication would also help to ensure their recognition by patients, professionals, and
health authorities, ensuring that they will effectively centralise knowledge and avoid
duplication within the Union.

Increasing cooperation between the Member States in the field of rare diseases would also
lead to improve efficiency of national resources currently dedicated to RD. It would serve to
narrow the inequity gap of healthcare service provision, particularly with respect to access to
expert services. An overall strategy would not only improve the equity of access to services
and treatment, but also the quality of the treatment provided. Moreover, coordinated
cooperation and regulation would enhance the cross-border provision of healthcare services.
There would thus be a substantial effect on the health status of the population as a whole and
a decrease in rare diseases-related mortality and morbidity.

A Council Recommendation would provide a formal legal and political commitment to the
Member States whilst maintaining flexibility in the implementation. This approach is
specifically provided for in Article 152 as an appropriate tool in the health area, balancing
effective guidance and shared commitment with respect for subsidiarity. This would lead to

According to the “Plan national maladies rares 2005-2008” the total cost of €86.66m can be broken down as
follows: epidemiology €2m, information €1.2m, professional training €400 000, helpline €400 000,
screening €20m, access to and quality of services €40m, research €22.5m (with an additional €20m
from ministry of research), and developing partnerships €160 000.
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greater equity and quality in the provision and access of services, and thus have a positive
effect on the health of the population within the Member States.

A Council Recommendation has been successfully used already; the 2003 Council
Recommendation on population-based cancer screening is an example of how such a
recommendation has been successful in codifying and bringing together scientific consensus
and best practice, and generating a shared political commitment to implementation.

Economic I mpact

The technical work for this option can be taken forward with support from the existing health
programme, and by centralising efforts, which will be more efficient and less burdensome for
national health systems and public authorities. The most relevant project in this area to use as
an example is Orphanet (now the Rare Diseases and Orphan Drugs Portal); established in
1997, Orphanet is a broad partnership of public and private institutions, which has cost
€6 036 376 since 2000 (with the Commission being only one of the six contributors to the
project). The Health Programme and the FP7 will continue to finance any action at EU level
creating or consolidating databases and registries. The economic impact of a formal
Commission Initiative would thus be positive overall, even taking into account the central
Community investment through the existing health programme. Moreover, the dissemination
of the subsequent information would be greatly facilitated with a minimal incremental
increase in costs, as it would take advantage of already established web portals and networks,
in particular the EU Health Portal.

Coordinated support is especially important in the field of rare diseases where resources are
so limited and scattered throughout the EU. A coherent approach would significantly increase
the efficiency and efficacy of any proposed actions, whereas the recognition of a formal
procedure would support the implementation in the Member States thus pooling the resources
available so that they reach the threshold for efficacy. Thus, the budgetary burden already
faced by public authorities of the Member States in providing care for rare diseases efficiently
and effectively would be substantially reduced through coordinated use of available resources
at the EU-level.

A coordinated approach would also stimulate research and development, which would thus
lead to a greater global knowledge and better identification of rare diseases. Enhanced
regulation would subsequently facilitate the introduction and dissemination of new
technologies such as orphan medical products, and allow more efficient use of resources
currently available within the EU, but perhaps not available in all Member States. This would
further reduce the budgetary burden on the public authorities within individual Member
States, through permitting cooperation in the different areas of research and expertise.

7.3. Re-establish Formal Rar e Diseases Programme
Social Impact

The solid evidence base would improve access to health systems and increase awareness, and
thus visibility, of rare diseases. It would also allow improved monitoring of life expectancy,
mortality, and morbidity in the Member States, and thus have an impact on health and
provision of services. The resulting impact on services would most likely improve the quality
and access specifically for rare diseases.

Under this option, the Commission would through a Communication and accompanying
guidelines set out a detailed strategy on organisation of healthcare for diagnosis, treatment,
and care of rare diseases within health systems. This would undoubtedly provide more
detailed guidance at Community level than a Council recommendation, which would set out
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general principles that are then adapted to the circumstances of each health system. On this
basis, more detailed guidance might be more effective in detailing best practice in the
different areas of action on rare diseases. This would ensure an increased quality in the
provision of rare disease-specific healthcare across the Union, thus reducing the current
inequities. The increased service provision would thus positively affect health of the
population.

The re-establishment of a formal rare disease programme would offer very little increase in
the efficiency of actions compared to a Commission strategy. Thus, relaunching a formal
programme would not offer significant advantages over the other options outlined.

Economic I mpact

Following definition of rare diseases with a requirement for compulsory data collection under
the Eurostat Regulation would certainly have advantages in terms of ensuring comprehensive
data regarding rare diseases. However, the administrative burden on public authorities of
requiring such data for the 5 000-8 000 rare diseases from throughout the Union would be
substantial. The additional cost of integrating data collection on rare diseases into the
European statistical system would be substantial. Using the cost of establishing surveillance
networks as an example; Eurocat (Surveillance of congenital anomalies in Europe, funded
through the Public Health Programme) cost €1 471 299 for a 42-month period, and Enerca
(European Network for Rare Congenital Anaemias) cost €1 129 667 for a 36-month period.
This is a total of over €2.6m for only two surveillance projects. This cost of establishing such
networks for all rare diseases does not appear to be proportionate given that reasonably
accurate data is already frequently available through less administratively burdensome routes
(e.g. through patients’ organisations and expertise networks).

This option would also raise questions about subsidiarity, given the differences in
organisation and delivery of health services and medical care throughout the Union. The more
detail that is set out at European level, the greater the consequent required adaptations and
restructuring of the different national health systems, and thus the greater the implementation
costs and administrative burden for both the public administration at the Member States level
and EU level.

Although areas such as research and technological development would benefit, to re-establish
a formal EU programme on rare diseases would require a substantial level of funding to be
viable. It would also lose the advantages of having rare diseases integrated into a wide range
of different policy areas and actions, potentially creating much broader synergies and
releasing greater resources than any specific programme on rare diseases could generate. This
therefore does not appear to be the most efficient approach.

8. COMPARING THE OPTIONS
8.1. I mproving Recognition and Visibility of Rare Diseases
Baseline Option Commission Compulsory

Communication Requirement  for
Data Collection

Advantages Better identification & Improved recognition Improved evidence
categorisation  of rare of rare  diseases; base on rare
diseases engagement of diseases; improved

relevant stakeholders; monitoring of public
health; improved
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Disadvantages

8.2.

Advantages

Disadvantages

Reduced likelihood  of
classifications being
adopted; duplication and
inefficiency of  work;
continued inequities in
access to care across the
Union.

Baseline Option

Maximum flexibility for
Member States to organise

health systems as they
wish.
Inequities in access and

quality of healthcare for
rare diseases persist; lack of

clear  reference  point;
inefficient establishment of
national strategies;
resources remain
fragmented.
8.3.
Diseases
Baseline Option
Advantages Avoids any need for
redirection ~ of  existing
Community actions.

adoption of the results.

Depends

to succeed.

Supporting Policies on Rare Diseasesin the Member States

Council
Recommendation
Formal legal &
political commitment;
maintain  flexibility;
increased efficiency

& efficacy of actions;
pooling of resources.

No legal requirement
for Member States to
comply.

Commission
Communication

Improve equity in
access to and quality
of healthcare
provision for rare
diseases; enhance
cross-border

cooperation; decrease
in mortality &
morbidity from rare
diseases; reduce
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on
collaboration of a wide
range of stakeholders

and more equitable
provision of
services.

High administrative
burden; high cost of

integration into
statistical ~ system;
disproportionate
level of action.
EU-Level
Healthcare Strategy
for RD

Detailed guidance at
EU-level; more
effective in detailing
best practice;
increased healthcare
provision.

Significant
restructuring of
national health
systems; issues with
subsidiarity.

Developing European Cooperation, Coordination, and Regulation for Rare

Re-establish Rare
Diseases

Programme
Provides political
visibility of

Community funding
for rare diseases.
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inefficiencies;

stimulate  research;
facilitated
introduction of
technology.

Disadvantages Continuing actions Depends on Substantial level of
inefficient; lead to greater cooperation across a funding required
inequities; resources remain wide range of which is not
limited and scattered. programmes and available under the

actors at Community existing financial

level.

perspectives; lack of

integration in other
policy areas;
inefficient approach.

8.4. Summary

On this basis, the preferred option is to bring forward proposals for a Community strategy for
rare diseases set out in a Commission Communication, focused on:

— confirming the definition of rare diseases for Community work, and setting out next steps
for technical work to ensure appropriate codification and classification of rare diseases and
a central database to provide and disseminate scientific information on rare diseases for
patients and clinicians, building on the EU health portal,;

— key elements for rare diseases strategies for the Member States, with a shared commitment
to be sought through an accompanying proposal for a Recommendation of the Council on
establishment of coherent and comprehensive strategies for rare diseases based on Article
152 TEC;

— together with a work plan of supporting actions at Community level as set out in option.

0. M ONITORING AND EVALUATION
9.1. Data Collection

A Data Set for Rare Diseases Indicators will be established based on the ongoing works of the
technical support structures. The Data Set would cover the following areas, with example
indicators shown (an indicative, non-comprehensive list only):

9.11.

For example:

Demography, Epidemiology, and Health Status

e Proportion of rare diseases identified in the ICD;

e Number of people affected in EU, by disease, geographical distribution;
e Average duration from first symptoms to diagnosis;

e Registered deaths due to rare diseases;

e Health expectancy indicators: PYLL (Potential Years of Life Lost), DALY (Disability-
Adjusted Life Years), HLY (Healthy Life Years)

e HTA tools to measure efficacy of the treatments.
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9.1.2. Determinants of Health and Socio-economic Factors

For example:

¢ Biological and personal factors;

e Perceived and functional health (Quality of Life, Education, Employment).
9.1.3. Health Services

For example:

e Health Care expenditure for rare diseases as a percentage of total health care expenditure
(at national/regional level);

e Average length of stay in hospitals due to rare diseases;

e Number of laboratories certified for genetic testing;

e Number of national registries and databases;

e Number of patients’ associations.

9.1.4. Research and Technology Development

For example:

e Number and list of diagnostic tests and biomarkers for rare diseases;

e The approval and availability in the market of new Orphan products by the EMEA;

e Number and list of databases and laboratory networks created to share knowledge and
information on rare diseases;

e National and international funds available for rare diseases.

e Possibilities and outcome of increasing R&D in field of orphan drugs under public-private
partnerships (national and EC level)

9.1.5. Equity, Regional Differences, and EU Initiatives

For example:

e The National and Regional Rare Diseases Plans implemented and designed in the EU;
e The number of reference networks on rare diseases approved at EU-level.

9.2. Comitology and Monitoring M echanism

As set out above, an EU Advisory Committee on Rare Disease (EUACRD) would be created
in order to accomplish the tasks currently performed by the EU Rare Disease Task Force. The
Committee would be assisted by a scientific secretariat set up to contribute to the strategic
development of health action in the field of rare diseases. The existing EU Task Force on Rare
Diseases is composed of Project leaders of the Health Programme and FP Projects; the official
participation of the MS is currently very limited. The future EUACRD shall be composed of
representatives of the 27 MS, incorporating experts from the Health Programme and FP
Projects, representatives of the patient's organisations, representatives from industry, and
other interested bodies.
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10.
10.1.

ANNEXES
List of Diseases by Decreasing Prevalence
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- List of diseases by decreasing prevalence

belineau dissasa 49 Atresia of small intestine 20
Melanoma, familial 46,8 Atrioventricular canal, partial 20
Squamous cell carcinoma of head and neck 46 Gastric cancer 20
Autism 45 Hirschsprung disease 20
Tetralogy of Fallot 45 Monosomy 22q11 20
Amhythmogenic fght ventricular dysplasia 435 Spherocytosis hareditary 20
Meniere’s disease 42,5 Sucrase-1somaltase deficiency, congenital 20
Triplo-X syndrome 42,5 Tubarculosis 20
Chromosome ¥ deletion 42 Turner syndrome 20
Scleroderma 42 Corpus callosum agenesis neuronopathy 19
Familial venous malformations 40 Nephrotic syndrome, idiopathic, steroid-sansitive 18
Fatal cytomagalovirus syndroma 40 Cardiomyopathy, familial dilated 17,5
Parkinsonism, young adult onsat 37,5 Boutonneuse fever 17
Follicular lymphoma 36 Braast cancar, familial 17
Non-Hodgkin malignant lymphoma 36 Renal agenesis, bilataral 17
Ostepchondritis dissecans 35 Ichthyosis, X-linked 16,6
Radiation proctitis 35 MELAS syndmoma 16
Adactylia unilateral 34 Leucinosis 15,6
Cryptosporidiosis 34 Acyl-CoA dehydmgenase, medium chain, deficiency 15
Malignant hyperthermia 33 of

Charcot-Marie-Tooth diseasa 325 Atrioventricular canal, complete B
Great vessels transposition (TGV) 325 Diaphragmatic hernia, congenital 15
B-cell chronic lymphooytic leukemia 32 Lennax-Gastaut syndrome =
Acuta Respimtory Distress Syndrome, Adult 30 Microtia 15
Arthmgryposis multiplex congenita 30 Parkinson disease, genetic types =
Marfan syndmme 3g | | Sarcoldosis 15
Hypothyroidism, congenital 29 Dermatomyositis 14,8
Retinitis pigmentosa 27,5 Polymyositis T
Thrombocythamia, essantial 215 Fragile X syndrome 14,25
Pulmonary fibrosis, idiopathic 27 Myeloma, multiple 14,25
Post-transplant lymphoproliferative disease 26,2 Anophthalmia - Microphthalmia, isolated 14
Renal adysplasia 26| | Gystinuria 14
Esophageal atresia 25 Primary biliary cirrhosis 13,5
Long OT syndrome, familial 25 Stickler syndrome s
Myelodysplastic syndromes 25 Williams syndrome 13,2
Neurofibromatesis type 1 35 Androgen insansitivity syndroma 12
Palycythemia ver a5 Bronchopulmonary dysplasia 12
Polydactyly preaxfal 5 Soft tissue sarcomas 12
Anorectal malformation 24 Trisomy 13 13**
Leqgg-Calve-Perthes disease 23 Buarger’ disease 12,5
WATER association 23 Ehlers-Danlos syndrome type 3 12,5
Oligoarticular chronic arthritis 20,5 Supravalvar aortic stanosis 12,5
Dermatitis herpetiformis 20,2 Willebrand disease 12,5
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Disease name Estimated

pravalence

(f100,000)
Cystic fibrosis 12 Hyperipidemia type 3 78
Gastroschisis 12 Hemophilia 7.7
Gonadal dysgenasis, XX typa 12 Kallmann syndroma 7.7
Omphalocale 12 Acute lymphoblastic leukemia 75
Focal dystonia 11,7 Immunodeficiency, common variable 75
MURCS association 11,25 Microscopic polyanglitis 75
Stargardt diseass 11,25 Beckwith-Wiedamann syndrome 73
Glioblastoma 11 Pulmonary valve stenosis, congenital 7.2
Hepatic venoocclusive disease 11 Oculocutaneous albinism 7,15
Multiple endocrine neoplasia type 1 1 Acute non lymphoblastic leukemia 7
Primary sclarosing cholangitis 1 Cerabellar ataxia, autosomal recessive 7
Sickle cell anaemia 11 Cystathioninuria 7
Prader-Willi syndrome 10,7 Facloscapulohumeral muscular dystrophy 7
Alopacia totalis 10,5 Fryns syndroma s
Collagenous colitis 10,5 Holoprosencaphaly 7
Hodgkin lymphoma 10,5 Sotos syndrome T
Nephroblastoma 10,1 Thyroid carcinoma, medullary 7
3-methylolutaconic aciduria, type 2 10 Iminoglycinuria fi,fi8
Adrenal hyperplasfa, conganital 10 (Cat-scratch disease f,6
Bone tumar 10 Galactosemia 6,6
Chelangiocarcinoma 10 Weganer grnulomatosis 6,6
Dermatofibrosarcoma protuberans 10 Angelman syndrome 5
Distal myopathy, Welander type 10 Carcinoma of the gallbladder 6,5
Duane syndroma 10 Hemiplagic migraine, familial 6,5
Factor IT deficiency 10 Leber hereditary optic neuropathy 6,5
Myelofibrosis with myelofd metaplasia 10 Osteoganasis imperfecta 6,5
Neuroblastoma 10 Polycystic kidney disease, autosomal recessive 6,5
Phasochromocytoma and paraganglioma, secreting 10 Smith-Lemli-0pitz syndroma 6,5
Polymorphic catecholergic ventricular tachycardia 10 Ectopia lentis {solated .4
Thrombocytopanic purpura, autoimmune 10 Juvenile idiopathic arthritis, systemic-onset 6,3
Vernal kemtoconjunctivitis 10 Systamic vasculitis 6,3
Mayer-Rokitansky-Kilster-Hauser syndrome g Huntington disease 6,2
Mitochondrial diseases of nuclear origin 9 Amyotrophic lateral sclerosis i
Neuropathy hereditary with liability to prassure 9 Cerabral arterigvenous fistula [
palsies Digitatalar dysmorphism ]
Trsomy 18 " Leukemia, chronic myeloid [
Giant cell arteritis a9 Muscular dystrophy, tibial 6
Tuberous sclerosis a8 Optic atrophy s
Pierre Robin syndrome el Treacher-Collins syndrome (3
Duedenal atresia 8,55 Wilson disease 5 84
Myasthenia gravis 85 | | Arthritis-related enthesttis 5.7
NARP syndroma 8.5 Biliary atresfa 5,6
Rheumatoid purpurm a5 Pendred syndroma 55
Syringomyelia 8.4 Retinoblastoma 5.4
Acute promyelocytic leukemia 8| | Alzhelmer disease, familial 5,3
Esophageal carcinoma 8 Zollinger-Ellison syndrome 53
Polyarthritis, rheumatic factor-negative 8 Comelia de Lange syndrome 5,25
Pophyria, acute hepatic 8 Familial adenomatous polyposis 5,25
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Disease name Estimated

prevalence

(f100,000)
Acromegaly 5 Enhlers-Danlos syndroma, classic typa 35
Adrenoleukodystrophy, X-linked 5 Goldenhar syndrome 35
Epiphysaal dysplasia multiple 5 MASA syndrome 35
Fructosa intolerance 5 Relapsing polychondritis 35
Hydrolethalus 5 Rendu-Dsler-Webar diseass 35
Lung cancer, small call 5 Thanatophoric dwarfism 3,5%
Muscular dystrophy, Duchenna and Becker types 5 Usher syndroma 35
Osteosarcoma 5 Graft versus host disease 3,4
Parietal foramina 5 Choroidal dystrophy, central areolar 3,33
Primary ciliary dyskinesia 5 Hypochondmplasia 3,3
Rheumatic fever 5 Multipla endocrine neoplasia, type 2 3,3
Spastic paraplegia, familial 5 Parsonage-Tumer syndrome 3,3
Supranuclear palsy, progressive 5 Anencaphaly 3
Thomsen and Becker disease 5 Moya-moya disease 316
Tricuspid atresia 5 Acatalasemia 3,1
Tritanopia 4.8 Polyarteritis nodosa 307
Acrocephalosyndactyly 46 Bactarial tesic-shock syndrome 3
Monosomy 5p 46 Frontotemporal dementia 3
Multipla system atrophy 46 Nodular reganerative hyperplasia of the liver 3
Achondroplasia 45 Opitz BEB/G syndrome 3
Conganital lobar emphysema 45 Proximal spinal muscular atrophy 3
Retinoschisis, X-linked 45 Pseudoachondroplasia 3
Stainart myotonic dystrophy 45 Saethre-Chotzen syndrome 3
Best disease 4d Kennedy disease 28
Chronic inflammatary demyalinating polyneuropathy 4 Leigh syndroma 2,75%
Polyarthritis, mheumatoid factor-positive 4.2 Proximal spinal muscular atrophy, type 2 26
Psoriatic arthritis, juvenile form 4,2 Proximal spinal muscular atrophy, type 3 26
Hemimelia 4,15 Waldenstrdm macroglobulinemia 26
Rett syndroma 4,15 Amaurosis congenita of Leber 25
Amniotic bands 4 Behcet disease 25
Autoimmune polyendocrinopathy, type 1 4 BOR syndroma 25
(ermid lipofuscinesis, neumonal 4 Bullous pemphigoid 25
Corticobasal degeneration 4 Cone rod dystrophy 25
Exostoses, multiple 4 Epidermolysis bullosa, epidermolytic 25
Hartrup syndmmea 4 Friedreich ataxia 25
Histidinemia 4 Fructose-1,6-bisphosphatase deficiency 25
Idiopathic hyparsomma 4 Hatarotaxia 25
Meckel syndrome 4 Niemann-Pick disease 2,5
Phenylketonuria 4 Psaudaxanthoma elasticum 25
Smith-Magenis syndrome 4 Restrictive cardiomyopathy, idiopathic or familial 25
Mantla cell lymphoma 39 Meconium aspiration syndrome 2 44
Acute interstitial pneumonia 38 Waardenburg syndrome 2,4
Ansakiasis 38 3-methylerotonylglycinuria 2,25
(alpainopathy 38 Ondine syndrome 2,25
Pemphigus vulgaris 38 Peutz-Jeghers syndroma 2,2
Propionic acidemia 3,75 Cerebellar ataxia, autosomal dominant 215
West syndroma 3 GRACILE syndrome 212"
Diastrophic dwarfism 35 Alport syndroma 2
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Chomideramia 2 Kabuki syndroma 1,16
Coats disease 2 Glycogan storage disease type 2 11
Crouzon disease 2 Mucopolysaccharidosis type 2 11
Glant pigmentad hairy nevus 2 Split hand - split foot 1,1
Keams-Sayre syndrome 2 Zellweger syndrome 1,1
Klippel feil syndrome 2 Medullary cystic kidney diseasa, autosomal recessive 1,05
Langerhans cell histiocytosis 2 Cutis verticls gyrata - mental deficit 1,02
Lateral body wall complex 2 3-hydmoxyacyl-CoA dehydrogenase, long chain, 1
Nail-patella syndrome 2 deficlency of

Non-distal trisomy 12p e Acanthamoeba keratitis 1
Ocular albinism X-linked, recessive 2 Adrenocortical carcinoma g
Persistent hyperinsulinemic hypoglycemia of infancy 2 Albers-Schanberg disease g
Poland anomaly 2 Angioedama g
Sarcosinamia 2 Ataxia telangiectasia 1
Thymtaxic pariodic paralysis 3 Chondrodysplasia punctata, rhizomelic type 1
Van Der Wouda syndrome a | [ Chrontc hiccup l
Wolf-Hirschhom syndrome g | | Churg-Strauss syndrome 1
Stamal cleft <z Clouston syndrome 1
Gamma-saroglycanopathy 1,96 Coloboma, ocular 1
Gastrointestinal stromal tumar 1,8 Congenital ubella syndrome ™
Muenke syndrome 1,84 Dyserythmopoietic anaemia, congenital 1
Amoebiasis due to free-living amoebae 1,75 Enlers-Danlos syndrome type 4 1
Aniridia 1,75 Endocrine tumaur 1
Fabry disease 1,75 Fanconi anaemia 1
2,8 dihydroxyadenine urolithiasis 1,7 | | Gaucher disease 1
Kaposf's sarcoma 17 Gorlin syndrome 1
Walker-Warburg syndrome 1,65** Harding ataxia 1
Schizencephaly 1,5 Holt-Oram syndrome 1
Antisynthetase syndrome 15 Hypokalemic periodic paralysis 1
Budd-Chiari syndrome 1,5 | [Isovaleric acidemia 1
(DG syndrome 1,5% Lambert-Eaton myasthenic syndrome 1
Darler disease 1,5 Macrophagic myofasciitis 1
Femur-fibula-ulna complex 1,5 Nemaline myopathy 1
Laryngo-traches-esophageal cleft 15 Nijmegen breakage syndrome 1**
Multifocal motor neurspathy with conduction block 15 Oculopharyngeal muscular dystrophy 1
Porphyria, chronic hepatic 15 Proximal myotonic myapathy 1
Primary lateral sclerosis 15 Rubinstein-Taybi syndrome 1
Pulmonary artarial hypartension 15 Sirenomalia 1"
Severe combined immunodeficiency T- B+, X-linkad 15 Tracheal agenesis 1**
Alagille syndrome 14 Acalvaria = 1**
(at-eye syndrome 1,25 Gaucher disease type 1 0,94
Netherton disease 1,35 Lewis-Sumner syndmme 0,3
Mucopolysaccharidosis type 1 13 MERRF syndrome 0,9
Apert syndrome 1,25 Joubert syndrome 0,85
Maternal hyperphenylalaninamia 1,25 Niamann-Pick disease, type C 0,85
Adult Onset Still's diseasa 1,23 Bardet-Biedl syndrome 0,3
Omofaciodigital syndrome, type 1 1,2 Criss-cross heart 0,3
Pemphigus superficial 1,2 Muscular dystrophy Limb-gimdle 02

** Prevalence at birth
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Estimated

prevalence
{/100,000)

Cutaneous mastogytosis 0,75 Lesch-Nyhan syndrome 0,38
Ebstein anomaly 0,75 Pfeiffer syndmome 0,38
Hepatitis, chronic auteimmune 0,75 Campomelic dysplasia 0,35
Hyperkalemic periodic paralysis 0,75 Christ-Slemens-Touraine syndrome 0,35
Krabbe diseass 075%* Severe combined immunodeficiency T- B- 0,35
Myasthanic syndromes, congenital 0,75 Spondylometaphyseal dysplasia 0,34
Niemann-Pick disease, type B 0,75 Lamallar ichthyosis =0,33
Ostaopetrosis, malignant 075 Systemic mastocytosis 0,33
Sandhoff disease 0,75 Blackfan-Diamond disease 0,32
Albright hereditary osteodystrophy 0,72 Proximal spinal muscular atrophy, type 4 0,32
Carbamoylphosphate synthetasa deficlency 07 Alkaptonuria 0,3
Menkes syndrome 07 Aortic arch interruption 0,3%*
Protoporphyria, erythropoietic 0,65 Dopa-responsive dystonia 0,3
Goodpasture syndrome 0,64 Emery-Dmeifuss muscular dystrophy 0,3
Glycogen storage disease type 4 0,6 Miller-Dieker syndrome 0,3
Hyperipoproteinemia type 1 0,6 Muscular dystrophy, congenital, type 1A 0,3
Mucopolysaccharidosis type 2 06 Prerygium popliteal syndrome, autosomal dominant 0,3
Sympathetic ophthalmia 0,6 Pure autonomic failure 0,3
Alpha-sarcoglycanopathy 0,57 Tay-Sachs disease 0,3%*
Beta-sarcoglycanopathy 0,57 Transmissible spongiform encephalopathies 0,3
Delta-sarcoglycanopathy 0,57 Dentatorubral pallidoluysian atmophy =03
Wolfram syndrome 0,57 Wolman disease 0,28
Cantrell pentalogy 055 Epidermolysis bullesa, dystrophic 0,27
Coffin-Lowry syndromea 0,55 Prodmal spinal muscular atrophy, type 1 0,26
Paroxysmal nocturnal hemoglobinuria 0,55 Factor VII deficiency 0,25
Muscular dystrophy Fukuyama type 0,54 Lipodystrophy, Berardinelli type 0,25
Cutaneous neurcendocrine carcinoma 05 Niemann-Pick disease, type A 0,25%*
Cystinosis 05 Papillon-Lefevra syndrome 0,25
Diabetes insipidus, nephrogenic 05 Polizaeus-Merzbacher disease 0,25
Neurofibromatosis type 2 05 Piebaldism 0,25
Xeroderma pigmentosum 05 Progeria 0,25%*
K-linked dominant chondrodysplasia punctata 05 Leptospirosis 0,24
Inclusion body myositis, IBM 0,49 Severe combined immunodeficiency due to 0,22
Agammaglobulinemia X-linked 0,45 adanosine deaminase deficiency

Cowden syndrome 0,45 Acrodermatitis enteropathica, zinc deficiency type 0,2
Takayasu arteritis 0,45 Diabetes mellitus, neonatal 0,2
Wermer syndrome 0,45 Granulomatous disease, chronic 0,2
Townes-Brocks syndrome 0,62 Hypemglycinamia, fsolated nonketotic 0,2
Aplastic anaemia 04 Hyperoialuria 02
Bullous ichthyosiform erythroderma congenita 04 Incontinentia pigmenti 02
Early onset torsion dystonia 04 Jeune syndrome 02
Glutaryl-CoA dehydrogenase deficiency 04 Short stature dus to growth hormone resistance 0,2
Homocystinura due to cystathionine beta-synthase 04 Unverricht-Lundbory disease 02
deficiency Von Hippel-Lindau disease 0,2
Mucopolysaccharidosis type 4 04 Lowe syndrome 0,19
Neutropenia severe congenital 0,4 Sezary's syndrome 0,18
Pyruvate kinase deficiency 04 Atypical coarctation of aorta 017"
Sjigran-Larsson syndrome 04 Metachromatic leukodystrophy 0,16

** Prevalence at birth
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10.2.

Based on Article 152, a Community action programme on rare diseases”, including
genetic diseases, was adopted for the period 1 January 1999, to 31 December 2003. The aim
of the programme was to contribute, in coordination with other Community measures, to
ensure a high level of health protection in relation to rare diseases. As a first EU effort in this
area, specific attention was given to improving knowledge and facilitating access to
information about these diseases. Actions of the programme included developing a coherent
European information network on rare diseases; contributing to training and refresher courses
for professionals in order to improve early detection, recognition, intervention, and
prevention; promoting and encouraging transnational collaboration and networking; and
supporting at Community level the monitoring of rare diseases in the Member States. Rare

Mucopolysaccharidosis type 6 0,16%* Neutropenia cyclic 0,1
Epilepsy, pyridoxin-dependent 0,15 Pulmonary alveolar proteinosis 0,1
Fibrinogen deficiancy, congenital 0,15 Refsum disease 0,1
Mucolipidosis type 2 0,15 Senior-Loken syndrome 0,1
Muscular dystrophy, congenttal, non merosin 0,15 Stiff-man syndrome 0,1
negattve ¥-linked lymphoproliferative diseass 0,1
Polycystic lipomembranous osteodysplasia with 0,15

sclerosing leukoencephalopathy Crigler-Najjar syndrome =01
Wiskott-Aldrich syndrome 0,15 Lafora disease =01
CHARGE assodiation 0,1 Fibrodysplasia ossificans progressiva 0,08
Thyroid carcinoma, anaplastic 0,13 Epidermolysis bullosa, junctional 0,06
Xanthomatosis cerebrotendinaus 0,13 Meandelian susceptibility to atypical mycobacteria 0,059
Pancreatitis, hereditary 0,125 Aceruloplasminamia 0,05
Bartter syndrome 0,12 Botulism 0,05
Lissancaphaly type 2 p,12z | | Chordoma 0,05
Medullary cystic kidney disease, autosomal 0,11 Crantofactal dyssynostosis L
dominant, with or without hyperuricemia Gaucher disease, type 3 0,05
Alpha-mannosidosis 01| | Dsteoporosis psaudoglioma syndroma 0,05
Creutzfeldt-Jakob disease 01 Tyrosinemia type 1 0,05
Diffusa lefomyomatosis - Alport syndrome X-linked 0,1 Fibrous dysplasia of bone <0,05
Distal myopathy, Nonaka type 0,1 Factor XIII deficiency, congenital 0,04
Dyskeratosts congenita 0,1 Naegeli-Franceschetti-Jadassohn syndrome 0,035
Evans syndrome 0,1 Muscular dystrophy congenital, with intagrin 0,03
Ewing sarcoma 0,1 deficiency

Factor V deficiency 0,1 Alpers syndrome 0,025
Factor XI deficiency, congenital 0,1 Stalidesis type 1 0,02**
Familfal cold urticaria 0,1 Shalidosis type 2 0,02**
Hemophilia, acquired 0,1 Gaucher disease type 2 0,01
Leprechaunism 0,1 Perinatal-lethal Gauchar disease 0,01
Lymphangioleiomyomatosis 0,1 Refsum disease, infantile form 0,005

Previous and Ongoing Activities

Diseases were one of the priorities in the EU Public Health Programme 2003-2007"¢.

Decision No 1295/1999/EC of the European Parliament and of the Council of 29 April, 1999, adopting a programme of
Community action on rare diseases within the framework for action in the field of public health (1999 to 2003)

Decision No 1786/2002/EC of the European Parliament and of the Council of 23 September, 2002,
adopting a programme of Community action in the field of public health (2003-2008)

32

EN


http://eur-lex.europa.eu/pri/en/oj/dat/2002/l_271/l_27120021009en00010011.pdf

EN

Rare diseases will continue to be a priority for action in the new Health Programme (2008-
2013). The Decision 1350/2007/EC of the European Parliament and of the Council
adopted the second programme of Community action in the field of health (2008-2013)""
establishes in point 2.2.2. of the Annex: 'Promote action on the prevention of major diseases
of particular significance in view of the overall burden of diseases in the Community, and on
rare diseases, where Community action by tackling their determinants can provide significant
added value to national efforts.

The White Paper COM (2007) 630 final “Together for Health: A Strategic Approach for
the EU 2008-2013" of 23 October 2007 developing the EU Health Strategy '® also
identifies rare diseases as a priority for action.

A substantial contribution to advancing knowledge on rare diseases has been provided for two
decades through collaborative and coordinated research projects supported by the successive
European Community Framework Programmes for Research and Technological
Development'®. The necessity of multidisciplinary approaches, the low number of patients
available for each study and the scattered specialists with complementary expertise makes it
indispensable to pool resources at European level. The coordination and collaboration efforts
put in place in the three preceding FPs were much amplified during FP6, which brought an
incomparable European added-value in the field, through the support provided to some 60
multidisciplinary collaborative projects. These mobilised top researchers, tackled
fragmentation in the field, and produced new knowledge on rare diseases, on which future
researches can be built.

Amongst others, FP6 supported coordination projects such as the OrphanPlatForm project
(part of the Orphanet platform) which references national and European research projects at
a near-to-the-market stage of development, offers a platform for collaboration between
academic and industrial partners, and allows patients to signal their interest in participating in
current/future research. In this context, the FP6 supported also an important ERA-Net project
dedicated to rare diseases (E-Rare)* for the development of joint and trans-national activities
(survey on national programmes, identification of gaps and overlaps among national research
programs and activities on rare diseases). The rare diseases activities in FP6 also allowed
involvement of representative patient organisations (by participation in projects, including co-
sponsoring, agenda setting, workshops, and conferences).

In the current framework programme, FP7, rare diseases have been recognised a priority for
research activities. Research on rare diseases is expected to be supported mostly through
collaborative and coordination research projects in the Health Theme of the "Cooperation"
Specific Programme, designed to improve the health of European citizens, increase the
competitiveness, and boost the innovative capacity of European health-related industries and
businesses, while addressing global health issues. In the Health Theme, emphasis will be put
on translational research (translation of basic discoveries into clinical applications, including
scientific validation of experimental results), the development, and validation of new
therapies, methods for health promotion and prevention (including promotion of child health),
healthy ageing, diagnostic tools and medical technologies, as well as sustainable and efficient
healthcare systems. More specifically, the focus for rare disease research in FP7 is on Europe-

Amended proposal for a Decision of the European Parliament and of the Council establishing a second
Programme of Community action in the field of Health and consumer protection (2007-2013)
COM(2006) 234 final

See http://ec.europa.eu/health/ph_overview/strategy/health_strategy en.htm

See http://cordis.europa.eu/fp7/home_en.html

See http://www.e-rare.eu/cgi-bin/index.php
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wide studies of natural history, pathophysiology, and the development of preventive,
diagnostic, and therapeutic interventions.

Under the responsibility of DG ENTR and the EMEA (the European Medicines Agency), the
EC implements a policy on Orphan Drugs. The Orphan Medicinal Product Regulation
(Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16
December, 1999, on orphan medicinal products®') was proposed to set up the criteria for
orphan designation in the EU and describes the incentives. The incentives in place are a 10-
year market exclusivity, protocol assistance, and access to the Centralised Procedure for
Marketing Authorisation. This aims to encourage the research, development, and marketing of
medicines to treat, prevent, or diagnose rare diseases. The EU pharmaceutical legislation
completed the policy in 2003 with a compulsory EU centralised procedure for market
authorisation for all orphan drugs.

In 2000, a Committee for Orphan Medicinal Products (COMP)* was established within
EMEA to review applications from persons or companies seeking “orphan medicinal product
designation” for products they intend to develop for the diagnosis, prevention, or treatment of
rare diseases.

DG SANCO has established the High Level Group on Health Services and Medical Care
(HLG) as a means of taking forward the recommendations made by the reflection process on
patient mobility. One of the Working Groups of this High Level Group deals with reference
networks of centres of expertise for rare diseases. In 2006, the Rare Diseases Task Force
submitted a report ‘Contribution to policy shaping: For a European collaboration on health
services and medical rare in the field of rare diseases * to the HLG, updating the
information about reference networks in Europe. The report details the use of the concept of
reference networks for rare diseases in Europe as well as their respective functions. The Work
Plans 2006 and 2007 for the implementation of the EU public health programme have
introduced the development of European Reference Networks for Rare Diseases as a priority
in the area.

In this sense the Consultation regarding Community action on health services SEC (2006)
1195/4 from 26 September 2006 proposed under point 3.2.1. European networks of centres of
reference: 'Some types of health services require a particular concentration of resources or
expertise, for example for rare diseases. Establishing European networking for such centres
of reference would help to provide high-quality and cost-effective care, and would thus bring
benefits to both patients and healthcare systems as well as helping to promote the highest
possible quality of care'.

The Health Programme will also continue to integrate the support to the patients’
organisations as a priority for action, such as the European Organisation for Rare Diseases
(Eurordis)**. Eurordis gathers organisations in 33 countries, permitting a direct dialogue
between the European Commission, other stakeholders, and the patient community of rare
diseases.

2 Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on
orphan medicinal products
See http://www.emea.europa.eu/htms/general/contacts/ COMP/COMP.html
See http://ec.europa.eu/health/ph_threats/non_com/rare 8 en.htm

22
23

24 See http://www.eurordis.org
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10.3. Resultsof the EURORDIS Survey

Rare diseases require complex care

On average, patients needed 9 different types of
care or medical services over a period of 2 years

Care

25%
Consultati
ons
42%

Tests
33%
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20% of patients were not satisfied with the medical
services offered (9% poorly satisfied and 11% had no

access)
O fully 11%
O partially
o,
O poorly 7%
H not at all
]
M no access (\
0%
) &
L&
12 Access to Health Services: Patients Needs and Expectations Lisbon Nov. 2007 EURQRDIS
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Rejectlon and its causes

Percentage and reasons of rejection (%)
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Diversity in medical needs of RD patients

Overall, the diversity
Ehlers Danlos syndrome (822) in services used by

Prader Willi syndrome (371) | each patient is:
Marfan syndrome (419) | 4.0 different (types of)
Cystic fibrosis (539) consultations
Pulmonary arterial hypertension (456) |
Tuberous sclerosis (383) |
Williams syndrome (390) |

11Q deletion syndrome (40) | I The proportion of

1 each category varies
slightly according to
the disease

3.1 different tests

2.3 different care

Alternating Hemiplegia (79)
Ataxia (570) |

Osteogenesis imperfecta (421) |
Epidermolysis bullosa (249) |
Myasthenia (647) |

@ Consultations

Huntington disease (207) | B Tests
Aniridia (145) O Care
Fragile X syndrome (257) | — | |
T T 1
0 3 6 9 12
Number of different medical services used per patient over the last 2 years v&
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Patients do not access assistance at the

ht time

Percentage of patients

40% - - R
"~ Need for social assistance On average, it takes
* ~__ more than 5 years to
o ~— access social
25% t t t t H
<2 2to 5 5to 10 10 to 20 >20 aSSIStance

Experience of the disease (years)

diagnosis
15% - Percentage among patients needing social assistance Social assistance is
0 Impossibility of access less available when
0% \ patients need it most
5% S — during first 5 years
after diagnosis
0% [ | | | |
<2 2to5 5t0 10 10t020 20030 >30
Experience of the disease (years) -
diagnosis + &
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