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GENERAL INTRODUCTION

This document was produced by the Scientific Secretariat of the European Union Committee of Experts on Rare
Diseases (EUCERD), through the EUCERD Joint Action: Working for Rare Diseases (N° 2011 22 01), which covers
a three year period (March 2012 — February 2015).

The present report aims to provide an informative and descriptive overview of rare disease activities at
European Union (EU) and Member State (MS) level in the field of rare diseases and orphan medicinal products
up to the end of 2012. A range of stakeholders in each Member State/country have been consulted during the
elaboration of the report, which has been validated as an accurate representation of activities at national level,
to the best of their knowledge, by the Member State/country representatives of the European Union
Committee of Experts on Rare Diseases. The reader, however, should bear in mind that the information
provided is not exhaustive and is not an official position of the European Commission, its Agencies or national
health authorities.

The report is split into six parts:

Part |: Overview of rare disease activities in Europe

Part Il: Key developments in the field of rare diseases in 2012

Part lll: European Commission activities in the field of rare diseases

Part IV: European Medicines Agency activities and other European activities in the field of rare diseases

Part V: Activities in EU Member States and other European countries in the field of rare diseases

Part VI: Activities at National level in each EU Member State and other European countries in the field of rare
diseases

Each part contains the following description of the methodology, sources and validation process of the entire
report, and concludes with a selected bibliography and list of persons having contributed to the report.

1. METHODOLOGY AND SOURCES

The main sources of data for the update of the present report were those collected through the systematic
surveillance of international literature and the systematic query of key stakeholders carried out in order to
produce the OrphaNews Europe newsletter, various reports published by the European Commission (including
past reports of the workshops of the EUCERD) and other specialised reports on topics concerning the field of
rare diseases and orphan medicinal products. The principal information sources and the collection of data are
described in detail here below.

e  European Commission websites and documents
Information and documentation from the European Commission was used in order to establish this
report, principally accessed through the rare disease information web pages of the Directorate
General Public Health' and Directorate General Research CORDIS website” as well as the site of the
European Medicines Agencya, in particular the pages of the comp* (Committee of Orphan Medicinal
Products).

e OrphaNews Europe
Data from the OrphaNews Europe5 newsletter for the 2012 period was reviewed and analysed in order
to identify initiatives, incentives and developments in the field of rare diseases. The data chosen for
analysis and inclusion in the report is mainly information concerning actions of the Commission in the

! http://ec.europa.eu/health/rare diseases/policy/index en.htm

? http://cordis.europa.eu/home _fr.html

* www.ema.europa.eu

4http://www.ema.europa.eu/ema/index.isp?curI:ngges/about us/general/general content 000263.jsp&murl=menus/about us/about us
.jsp&mid=WC0b01ac0580028e30

® http://www.orpha.net/actor/cgi-bin/OAhome.php?Ltr=EuropaNews



http://ec.europa.eu/health/rare_diseases/policy/index_en.htm
http://cordis.europa.eu/home_fr.html
http://www.ema.europa.eu/
http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000263.jsp&murl=menus/about_us/about_us.jsp&mid=WC0b01ac0580028e30
http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000263.jsp&murl=menus/about_us/about_us.jsp&mid=WC0b01ac0580028e30
http://www.orpha.net/actor/cgi-bin/OAhome.php?Ltr=EuropaNews
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field of rare diseases, the development of rare disease focused projects funded by the Commission
and other bodies, and developments in the field of rare diseases at MS level (in particular data
concerning the development of national plans and strategies for rare diseases). A similar analysis of
the French language newsletter OrphaNews France® (which focuses particularly on developments in
the field of rare diseases in France) was carried out in order to collect information for the section
concerning France.

e  EUCERD Publications

Parts Ill, IV and V of this report present an update of the information previously published in the 2009
Report on initiatives and incentives in the field of rare diseases of the EUCERD’ (July 2010),2011
EUCERD Report on the State of the Art of Rare Disease Activities in Europe of the European Union
Committee of Experts on Rare Diseases® and the 2012 EUCERD Report on the State of the Art of Rare
Disease Activities in Europe of the European Union Committee of Experts on Rare Diseases’. The
methodology for the production of these previous reports is outlined in their respective introductions.
In addition, reports from previous workshops of the EUCERD, including the EUCERD Joint Action have
been used.

e  Reports of the EUCERD meetings
The reports of 2012 meetings of the EUCERD were used in order to identify upcoming initiatives and
incentives in the field of rare diseases, and to report on the events held to mark Rare Disease Day
2011.

e Reports on orphan medicinal products

The information provided for each Member State concerning the state of affairs in the field of orphan
medicinal products has been elaborated, when referenced, from the basis of the 2005 revision of the
Inventory of Community and Member States' incentive measures to aid the research, marketing,
development and availability of orphan medicinal productsm published in 2006 by the European
Commission and produced using data collected by the EMA and Orphanet. This information has been
updated when information is available and quoted when still applicable. Another valuable source of
information on Orphan Drug policy, at EU and Member State levels was the 2009 KCE 112B report
published by the KCE-Belgian Federal Centre of Healthcare Expertise (Federaal Kenniscentrum voor de
Gezondheidszorg/Centre federal d’expertise des soins de santé) entitled “Orphan Disease and Orphan
Drug Policies” (Politiques relatives aux maladies orphelines et aux médicaments orphelins)''. This
report notably provided information for the Member State sections on Belgium, France, Italy, the
Netherlands, Sweden and the United Kingdom. The Office of Health Economics Briefing Document
“Access Mechanisms for Orphan Drugs: A Comparative Study of Selected European Countries (No. 52
October 2009)” also provided information on orphan medicinal product availability and
reimbursement for the Member State sections on France, Germany, ltaly, Spain, Sweden, the
Netherlands and the United Kingdom. Further detail for Part V was added to the 2012 edition thanks
to the JustPharma report Orphan Drugs in Europe: Pricing, Reimbursement, Funding & Market Access
Issues, 2011 Edition'? by Donald Macarthur: this report is referenced in footnotes when used.

e EURORDIS website and websites of national alliances of patient organisation
The site of EURORDIS, the European Organisation for Rare Diseases”® was used to provide information
on EURORDIS activities and projects and to collect data concerning umbrella patient organisations in

® http://www.orpha.net/actor/cgi-bin/OAhome.php

7 http://www.eucerd.eu/upload/file/Reports/2009Reportnitiativesincentives.pdf

8 http://www.eucerd.eu/upload/file/Reports/2011ReportStateof ArtRDActivities.pdf ;
http://www.eucerd.eu/upload/file/Reports/2011ReportStateofArtRDActivities!l.pdf ; and
http://www.eucerd.eu/upload/file/Reports/2011ReportStateofArtRDActivities!l.pdf

® http://www.eucerd.eu/upload/file/Reports/2012ReportStateof ArtRDActivities.pdf ;
http://www.eucerd.eu/upload/file/Reports/2012ReportStateofArtRDActivities!l.pdf ; and
http://www.eucerd.eu/upload/file/Reports/2012ReportStateofArtRDActivitieslll.pdf

% http://ec.europa.eu/health/files/orphanmp/doc/inventory 2006 08 en.pdf

" politiques relatives aux maladies orphelines et aux médicaments orphelins
http://www.kce.fgov.be/index fr.aspx?SGREF=3460&CREF=13646

12 http://www.justpharmareports.com/images/Orphan%20Drugs%20in%20Europe-
%20Pricing,%20Reimbursement,%20Funding%20&%20Market%20Access%20lssues,%202011%20Edition.pdf
3 http://www.EURORDIS.org/secteur.php3



http://www.orpha.net/actor/cgi-bin/OAhome.php
http://www.eucerd.eu/upload/file/Reports/2009ReportInitiativesIncentives.pdf
http://www.eucerd.eu/upload/file/Reports/2011ReportStateofArtRDActivities.pdf
http://www.eucerd.eu/upload/file/Reports/2011ReportStateofArtRDActivitiesII.pdf
http://www.eucerd.eu/upload/file/Reports/2011ReportStateofArtRDActivitiesIII.pdf
http://www.eucerd.eu/upload/file/Reports/2012ReportStateofArtRDActivities.pdf
http://www.eucerd.eu/upload/file/Reports/2012ReportStateofArtRDActivitiesII.pdf
http://www.eucerd.eu/upload/file/Reports/2012ReportStateofArtRDActivitiesIII.pdf
http://ec.europa.eu/health/files/orphanmp/doc/inventory_2006_08_en.pdf
http://www.kce.fgov.be/index_fr.aspx?SGREF=3460&CREF=13646
http://www.justpharmareports.com/images/Orphan%20Drugs%20in%20Europe-%20Pricing,%20Reimbursement,%20Funding%20&%20Market%20Access%20Issues,%202011%20Edition.pdf
http://www.justpharmareports.com/images/Orphan%20Drugs%20in%20Europe-%20Pricing,%20Reimbursement,%20Funding%20&%20Market%20Access%20Issues,%202011%20Edition.pdf
http://www.eurordis.org/secteur.php3
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each of the European Member States and country-level rare disease events. The websites of national
patient alliances were also consulted for information. In addition to this the Rare Disease Day 2012
site’®, maintained by EURORDIS, also provided information on events at Member State level™
concerning Rare Disease Day.

e Orphanet

The Orphanet database was consulted to retrieve data on centres of expertise and the number of
genes and diseases tested at Member State level, as well as specific information concerning rare
disease research projects, registries, clinical trials, patient organisations and rare disease/orphan
medicinal product policies outside of Europe for Part I. Orphanet also provides links*® to other web-
based information services and help-lines which were used to collect information at country-level. The
Orphanet Country Coordinators also provided valuable input into the elaboration of information at
country level, notably via contributions to OrphaNetWork News. The national Orphanet websites were
also consulted to gather national events and initiatives.

A selected bibliography and contributions are provided at the end of each volume of the report.

2. REPORT PREPARATION, REVISION AND VALIDATION

The present report provides an updated compilation of information from the previous reports of the EUCERD
on the state of the art of rare diseases activities in Europe (2009 Report on initiatives and incentives in the field
of rare diseases of the European Union Committee of Experts on Rare Diseases, 2011 Report on the State of the
Art of Rare Disease Activities in Europe of the European Union Committee of Experts on Rare Diseases and 2012
Report on the State of the Art of Rare Disease Activities in Europe of the European Union Committee of Experts
on Rare Diseases) which have covered activities up to the end of 2011. The present edition takes into account
advances and activities in the field of rare diseases and orphan medicinal products at EU and MS level in 2012.

Once this information from the previous report was updated using the sources cited above, a draft of each
country section (Part V) was sent in February 2013 to EUCERD Member States representatives with a guidance
document providing an explanation of the type of information to include if available for each category. The
Member State representatives were asked to contact a range of identified key stakeholders in their country for
input. The stakeholders identified for each country included: representatives at the EUCERD in the respective
countries and their alternates, the Orphanet Country Coordinators, National Alliances of rare disease patient
alliances, partners of the E-Rare consortium, Member State representatives on the COMP, representatives of
national competent authorities, coordinators of national plans for rare diseases and other rare diseases experts
identified at national level. The Member State representatives integrated the stakeholder feedback into their
report before returning it to the Scientific Secretariat for homogenisation and extraction of developments in
2012 to be included in Part Il. Final validation of Parts Il, V, VI concerning their country were sent to the
EUCERD Member State representatives for final validation, to the best of their knowledge, in May 2013.

Part Ill and IV of the report on activities at European Union level was sent for validation, to the best of their
ability, by the representatives at the EUCERD of the European Commission Directorate Generals for Health and
Consumers, Research and Innovation, Enterprise and Industry, and the European Medicines Agency (EMA)
respectively: this process was carried out in March/April 2013 by the Scientific Secretariat of the EUCERD. The
European Commission and its agencies are not responsible, however, for the completeness and the accuracy of
the information presented in this report. The new activities in 2012 were extracted and added to Part Il.

Part | was the final volume of the report to be elaborated: the overview of the state of the art of rare disease
activities in Europe is the result of an analysis of the information collected for Parts Il, lll, IV and V. Part | was

" http://www.rarediseaseday.org/
> http://www.rarediseaseday.org/country/finder
'8 http://www.orpha.net/consor/cgi-bin/Directory Contact.php?Ing=EN



http://www.rarediseaseday.org/
http://www.rarediseaseday.org/country/finder
http://www.orpha.net/consor/cgi-bin/Directory_Contact.php?lng=EN
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drafted by the Scientific Secretariat of the EUCERD and then sent to all EUCERD members and their alternates
for their input before publication in May 2013.

3. REPORT STRUCTURE

The report is structured into three main parts: Part | consists of an overview of the activities in the field of rare
diseases in Europe at EU and MS level; Part Il is an extraction of the developments at EU and MS level in 2012
based on Parts lll, IV and V; Part lll concerns activities of the European Commission; Part IV concerns European
Medicines Agency activities and other European activities/events at European level apart from the activities of
the European Commission; Part V concerns activities at EU MS level, as well as five other non-EU European
countries where information was available; Part V provides the content of Parts Il and V in individual country-
specific reports.

Each part is followed by a selected bibliography outlining the sources used to produce that part of the report,
which includes a list of the European Commission documents referred to in the report and a list of web
addresses by country listing national sources of information on rare diseases and links to documents
concerning national plans or strategies for rare diseases when in place. Each part is also followed by is a list of
contributors the report, organised by country with mention of the validating authority in each country, and
stating their contribution to the current and/or previous report. A list of frequently used acronyms has also
been included in each part to ease reading.

Part | provides an overview of the state of the art of rare disease activities in the field of rare diseases in
Europe at EU and MS level. This part thus serves as a summary to highlight key areas of the Parts Ill, IV and V,
which serve to provide more detailed background information at EU and MS level. The overview is structured
into a number of topics: political framework, expert services in Europe, research and development, orphan
medicinal products and therapies for rare diseases, patient organisations and information services.

Part Il is a new section of the report, providing information extracted from Parts lll, IV and V, relative only to
the new activities and initiatives reported for the year 2012.

Part Ill of the report focuses on activities in the field of rare diseases at EC level is split into four sub-sections:
1. ECactivities related to rare diseases in the field of public health;
2. ECactivities related to rare diseases in the field of research;
3. ECactivities in the field of orphan medicinal products and therapies for rare diseases.

The sub-section concerning the EC activities actions in the area of Public Health is divided into three parts: an
overview of DG Health and Consumers’ activities in the field of public health, activities in the field of rare
diseases funded by DG Health and Consumers, and activities of DG Health and Consumers indirectly related to
rare diseases. The sub-section concerning the EC activities in the field related to research in the field of rare
diseases presents information concerning DG Research and Innovation’s 5" 6" and 7" framework programmes
for research, technological development and demonstration activities related to rare diseases, as well as
information concerning the International Rare Disease Research Consortium (IRDIiRC).

Part IV of the report contains information on the activities in the field of rare diseases of the EMA and other
rare disease activities at the European level, including selected transversal EU activities and conferences at
European level:

e European Medicine Agency’s (EMA) activities in the field of orphan medicinal products and therapies
for rare diseases, EMA Committee for Orphan Medicinal Products’ activities, EMA Committee on
Human Medicinal Products’ activities, European legislation and activities in the field of clinical trials,
European legislation and activities in the field of advanced therapies, European legislation and
activities in the field of medicinal products for paediatric use, other EMA activities and initiatives
relevant to rare diseases and orphan medicinal products, EU-USA collaboration in the field of orphan
medicinal products and other EC activities and initiatives in the field of orphan medicinal products.
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The sub-section concerning other European rare disease activities provides information on transversal
rare disease activities and initiatives at EU level and includes information on the High Level
Pharmaceutical Forum, actions undertaken in the scope of recent European Union presidencies, the E-
Rare ERA-Net for rare diseases and outcomes of European and International rare disease congresses
and conferences in 2012.

Part V concerns the rare disease activities in the field of rare diseases in each of the 27 Member States plus
Iceland, Norway and Switzerland in addition to Croatia and Turkey as candidates for EU membership, as well as
Israel. These sections are organised in alphabetical order by country.

The information on each country is clearly divided into a number of categories:

e Definition of a rare disease

e National plan/strategy for rare diseases and related actions

e Centres of expertise17

e  Registries

e Neonatal screening policy

e Genetic testing18

e National alliances of patient organisations and patient representation;

e Sources of information on rare diseases and national help lines

e Good practice guidelines

e Training and education initiatives

e National rare disease events in 2012"°

e Hosted rare disease events in 2012°°

e Research activities (National research activities, Participation in European research project521,
Participation in E-Rare, Participation in IRDiRC)

e Orphan medicinal products (Orphan medicinal product committee; Orphan medicinal product
incentives, Orphan medicinal product availabilityzs; Orphan medicinal product pricing policy, Orphan
medicinal product reimbursement policy; Other initiatives to improve access to orphan medicinal
products); Other therapies for rare diseases

e Orphan devices

e Specialised social services

The categories for which information is provided depend wholly on the information available following data
collection from the described sources and contact with stakeholders. If no detail has been given for a topic, the
mention “no specific activity/information reported” has been added.

Part VI concerns the rare disease activities in the field of rare diseases in each of the 27 Member States™ plus
Iceland, Norway and Switzerland in addition to Croatia and Turkey as candidates for EU membership, as well as
Israel. This section is the same as Parts Il and V, except that the information is presented as a separate
document for each country to facilitate dissemination at country level.

Each section has two parts: firstly the state of the art up until the end of 2012, and secondly the state of the art
of activities in 2012 only so as to easily identify new actions and activities.

" The term “official centre of expertise” used in this report means officially designated via a (ministerial) procedure.

'8 This section contains data extracted in December 2012 from the Orphanet database of the number of genes for which there is a
diagnostic test registered in Orphanet and the estimated number of diseases for which diagnostic tests are registered in Orphanet (the
term ‘estimated’ is used as the concept of a single disease is a variable one).

¥ As announced in OrphaNews Europe.

 As announced in OrphaNews Europe.

% past and ongoing participation in DG Research and Innovation financed projects. Some countries have added information on additional
European projects.

# Contacts were asked to provide information on availability of orphan medicinal products (i.e. which drugs are launched on the
market/sold at national level). As this information is often hard to identify, some countries instead provided information on which drugs
are accessible (i.e. reimbursed, on a positive drug list etc.). It is explicitly explained in each case which of these concepts is being referred
to.

** As this edition of the report treats the period up to the end of 2012, before Croatia became a Member State, Croatia is considered as
being outside the European Union in this edition of the report.
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INTRODUCTION:
OVERVIEW OF RARE DISEASE ACTIVITIES IN EUROPE

Rare diseases

Rare diseases are diseases with a particularly low prevalence; the European Union considers diseases to be rare
when they affect not more than 5 per 10 000 persons in the European Union. It is estimated that between
5 000 and 8 000 distinct rare diseases exist, estimated as affecting between 6% and 8% of the population in the
course of their lives. In other words, although rare diseases are characterised by low prevalence25 for each of
them, the total number of people affected by rare diseases in the EU is estimated at between 27 and 36
million. Most of them suffer from less frequently occurring diseases affecting one in 100 000 people or less.
These patients are particularly isolated and vulnerable. The definition of a rare disease as having a prevalence
of not more than 5 in 10 000 first appeared in EU legislation in Regulation (EC) N°141/2000 of the European
Parliament and of the Council of 16 December 1999 on orphan medicinal products>®. The Community action
programme on rare diseases including genetic diseases for the period 1 January 1999 to 31 December 2003
then applied this definition to the field of public health.

Most rare diseases are genetic diseases, the others being rare cancers, auto-immune diseases, congenital
malformations, toxic and infectious diseases among other categories. Research on rare diseases has proved to
be very useful to better understand the mechanism of common conditions such as obesity and diabetes, as
they often represent a model of dysfunction of a single biological pathway. However, research on rare diseases
is not only scarce, but also scattered in different laboratories throughout the EU. The lack of specific health
policies for rare diseases and the scarcity of expertise, translate into delayed diagnosis and difficult access to
care. This results in additional physical, psychological and intellectual impairments, inadequate or even harmful
treatments and loss of confidence in the health care system, despite the fact that some rare diseases are
compatible with a normal life if diagnosed on time and properly managed. Misdiagnosis and non-diagnosis are
the main hurdles to improving quality of life for thousands of rare disease patients.

The specificities of rare diseases, including a limited number of patients and scarcity of relevant knowledge and
expertise, single them out as a distinctive domain of very high European added-value. European cooperation
can help to ensure that scarce knowledge can be shared and resources combined as efficiently as possible, in
order to tackle rare diseases effectively across the EU as a whole. The European Commission has already taken
specific steps in many areas to address the issues of rare diseases. Building on those achievements, the
Commission Communication on Europe's Challenges in the field of Rare Diseases (11 November 2008)27 and the
Council Recommendation on an action in the field of rare diseases (08 June 2009) aim to give a clear direction
to present and future Community activities in the field of rare diseases in order to further improve the access
to and equity of prevention, diagnosis and treatment for patients suffering from a rare disease throughout the
European Union.

All information given in this overview report concerning the state of activities at Member State level concerns
the state of activities at the end of the year 2012 unless otherwise stated.

Rare cancers

Currently 39% of all orphan medicinal products with market authorisation are for rare cancers’®. Rare cancers
are rare diseases and the problems associated with rare diseases also apply to rare tumours but there are also
some specificities. Although in principle, rare cancers should be defined in the same way as rare diseases,
prevalence varies greatly depending on life expectancy, thus experts in the field consider incidence to be a

 For a list of rare diseases and their prevalence, please consult the Orphanet Reports Series “Prevalence of rare diseases: Bibliographic
data”, Orphanet Report Series, Rare Diseases collection, Number 1 : Listed in alphabetical order of diseases,
http://www.orpha.net/orphacom/cahiers/docs/GB/Prevalence of rare diseases by alphabetical list.pdf

% http://ec.europa.eu/health/files/eudralex/vol-1/reg 2000 141/reg 2000 141 en.pdf

" http://ec.europa.eu/health/ph threats/non com/docs/rare com en.pdf

*® Source : Committee on Orphan Medicinal Products, see Section 4.1 of this part of the report.
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more useful indicator when selecting a threshold for rarity for tumours. A suggested threshold for rarity in
terms of incidence is less than 6 out of 100 000 persons per year”".

There are a number of initiatives in the field of rare cancers at European level as the significant problem of rare
cancers (representing around 22% of new cancers diagnosed every year according to the definition above
based on incidence®) needs particular coordination.

The European Commission adopted on 24 June 2009 a Communication on Action Against Cancer’! and created
a European Partnership on action against cancer (EPAAC). The Communication refers explicitly to the EU
added-value that will represent cooperation on European Reference Networks, taking the example of rare
diseases.

The European Partnership on action against cancer (EPAAC)SZ, brings together the efforts of different
stakeholders into a joint response to prevent and control cancer. In its initial phase, until early 2014, the work
of the Partnership is being taken forward through a Joint Action. Following the proposed actions outlined by
the Commission, the EPAAC Joint Action has set itself a broad range of goals across different areas of cancer
prevention and control: health promotion and cancer prevention, including screening, identification of best
practice in cancer-related healthcare, the collection and analysis of comparable data and information and a
coordinated approach to cancer research. The Joint Action contributes to the long-term aim of reducing cancer
incidence by 15% by 2020, and to the objective that all Member States have integrated cancer plans by the end
of the Partnership. The EUCERD Joint Action is also working on common areas for collaboration in the field of
rare cancers with the future EPAAC Joint Action, notably in the areas concerning information and data, and
measures for rare cancers are often included in National cancer plans rather than in National rare disease
plans.

Two projects have been funded by the European Commission concerning rare cancers :

e RareCare® (2007-2010) Surveillance of Rare Cancers in Europe, was aimed at estimating the burden of
rare cancers in Europe. It provided cancer burden indicators (incidence, survival, prevalence and
mortality). The sources of this data were population-based cancer registries;

e RareCareNet™, starting on 1 May 2012 builds on the experience of the previous project RareCare and,
in collaboration with Rare Cancers Europe and many other stakeholders RareCareNet aims at building
an information network to provide comprehensive information on rare cancers to the community at
large (oncologists, general practitioners, researchers, health authorities, patients and their families).

In addition, the Rare Cancers Europe35 group is a partnership of cooperating organisations that work together
to place the issue of rare cancers on the European policy agenda, to identify and promote appropriate solutions
and to exchange best practice.

At National level, some countries (such as France, for example) have already developed national plans for
cancers which specificially mention actions concerning rare cancers. The development of such plans is being
promoted by the EPAAC.

* Gatta et al, “Rare cancers are not so rare: the rare cancer burden in Europe”, European Journal of Cancer 2011 Nov;47(17):2493-51,
http://www.ncbi.nlm.nih.gov/pubmed/22033323

* Gatta et al, “Rare cancers are not so rare: the rare cancer burden in Europe”, European Journal of Cancer 2011 Nov;47(17):2493-51,
http://www.ncbi.nlm.nih.gov/pubmed/22033323

3! http://ec.europa.eu/health/ph_information/dissemination/diseases/docs/com 2009 291.en.pdf

* http://www.epaac.eu/

3 http://www.rarecare.eu/

* http://www.rarecarenet.eu/rarecarenet/

* http://www.rarecancerseurope.org/

11


http://www.ncbi.nlm.nih.gov/pubmed/22033323
http://www.ncbi.nlm.nih.gov/pubmed/22033323
http://ec.europa.eu/health/ph_information/dissemination/diseases/docs/com_2009_291.en.pdf
http://www.epaac.eu/
http://www.rarecare.eu/
http://www.rarecarenet.eu/rarecarenet/
http://www.rarecancerseurope.org/

2013 Report on the State of the Art of Rare Disease Activities in Europe: Part | — Overview of Rare Disease Activities in Europe

- 1. Political framework

Since the 1990s at both European Union (EU) and Member State (MS) level political concepts and initiatives
concerning rare diseases have emerged (Figure 1). Indeed, a number of countries led the way in the decade
leading up to the first European legislative text concerning rare diseases, the Orphan Medicinal Product
Regulation of 16 December 1999%, and the ensuing Commission Communication (2008) and Council
Recommendation (2009). Sweden, for example established the first centres of expertise for rare diseases in
1990 and a rare disease database and information centre in 1999; Denmark established an information centre
in 1990 and then centres of expertise for rare diseases in 2001; in Italy, a decree on rare diseases came into
force in 2001; and in France, Orphanet was established in 1997 with the support of the French Ministry of
Health as the portal for information on rare diseases and orphan medicinal products, followed by the first
national plan/strategy for rare diseases in Europe (2004). A number of other countries (Bulgaria, Portugal and
Spain) elaborated a national plan/strategy for rare diseases at the very same time as EU policy in the field was
defined through the Commission Communication and Council Recommendation. By the end of 2012, it can be
observed that policy at Member State level is gathering momentum in the wake of EU policy, in particular the
elaboration of national plans or strategies for rare diseases, in response to the recommendation of the Council
to “elaborate and adopt a plan or strategy as soon as possible, preferably by the end of 2013 at the latest,
aimed at guiding and structuring relevant actions in the field of rare diseases within the framework of their
health and social systems37”.
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Figure 1: Emergence of concepts and initiatives surrounding rare diseases in Europe

% http://ec.europa.eu/health/ph_threats/non_com/docs/rare_com_en.pdf

3 http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:C:2009:151:0007:0010:EN:PDF
¥ ECRD - European Conference on Rare Diseases

% Graphic courtesy of the EUCERD Scientific Secretariat.
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1.1. Political framework at European level

1.1.1. Key policy documents

At European level, there are currently four key policy documents establishing a political framework for
action in the field of rare diseases and orphan medicinal products at European level:

a) 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)40 was
proposed to set up the criteria for orphan designation in the EU and describes the incentives
(e.g. 10-year market exclusivity, protocol assistance, access to the Centralised Procedure for
Marketing Authorisation) to encourage the research, development and marketing of
medicines to treat, prevent or diagnose rare diseases. The Regulation provides that a
medicinal product can 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,
and that there exists no satisfactory method of diagnosis, prevention or treatment of the
condition in question that has been authorised in the Community or, if such method exists,
that the medicinal product will be of significant benefit to those affected by that condition.
This EU policy for orphan medicinal products has been heralded as a success (see section 4.1).
Despite the efforts of Member States to ensure access to orphan medicinal products, not all
Member States currently ensure full access to each authorised orphan medicinal product
approved.

b) The Commission Communication on Rare Diseases: Europe’s challenge“, adopted on 11
November 2008, set out an overall Community strategy to support Member States in
diagnosing, treating and caring for the 36 million EU citizens with rare diseases. The
Communication was drafted by the European Commission in close collaboration with the EC
Rare Diseases Task Force between June and October 2007. This Communication focuses on
three main areas: 1) improving recognition and visibility of rare diseases, 2) supporting
policies on rare diseases in MS for a coherent overall strategy, and 3) developing cooperation,
coordination and regulation for rare diseases at EU level. The Communication recognised the
potential for maximising the scope for cooperation and mutual support in this challenging
area across Europe as a whole, and the Commission voiced its intention to support Member
States in putting in place their own national and regional strategies for rare diseases. Through
the overall Community strategy laid out in this document, it is hoped that the patients and
families affected by rare diseases will be provided with a tangible benefit from European
integration in their daily lives. The Commission Communication also served to pave the way
for the Council Recommendation on an action in the field of rare diseases.

c) The Council Recommendation on an action in the field of rare diseases”” was adopted on 8
June 2009. The Recommendation engages the responsibility of Member States and
concentrates on supporting and strengthening the adoption before the end of 2013 of
national plans and strategies for responding to rare diseases, on improving recognition and
visibility of rare diseases, on encouraging more research into rare diseases and forging links
between centres of expertise and professionals in different countries through the creation of
European reference networks in order to share knowledge and expertise and, where
necessary, to identify where patients should go when such expertise cannot be made
available to them. The role of patients’ organisations is also highlighted as particularly
important.

“ http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L:2000:018:0001:0005:en:PDF
“! http://ec.europa.eu/health/ph threats/non com/docs/rare com en.pdf
“2 http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:C:2009:151:0007:0010:EN:PDF
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The seven key themes of the Council Recommendation are:

e | Plans and strategies in the field of rare diseases — calls on the MS to elaborate and
adopt a plan or strategy by the end of 2013.

e |l. Adequate definition, codification and inventorying of rare diseases — evokes the
common definition of a rare disease as a condition affecting no more than 5 per 10 000
persons; aims to ensure that rare diseases are adequately coded and traceable in all
health information systems based on the ICD and in respect of national procedures; and
encourages MS to contribute actively to the inventory of rare diseases based on the
Orphanet network.

e |ll. Research on rare diseases — calls for the identification and fostering of rare disease
research at all levels.

e |V. Centres of expertise and European reference networks for rare diseases — asks the MS
to identify and facilitate networks of expertise based on a multidisciplinary approach to
care, and foster the diffusion and mobility of expertise and knowledge.

e V. Gathering the expertise on rare diseases at European level — calls on MS to share best
practices, develop medical training relevant to the diagnosis and management of rare
diseases, coordinate European guidelines, and, to minimise the delay in access to orphan
drugs, as well as to share clinical/therapeutic added-value assessment reports at the
Community level.

e VI. Empowerment of patient organisations — calls on MS to consult patient
representatives on policy development; facilitate patient access to updated information
on rare diseases; promote patient organisation activities.

e VIl Sustainability — highlights that long-term sustainability in the field of information,
research and healthcare of infrastructures must be ensured.

The European Commission shall produce, in order to allow proposals in any possible future
programme of Community action in the field of health, by the end of 2013 an implementation
report on both the Council Recommendation and Commission Communication, addressed to
the European Parliament, the Council, the European Economic and Social Committee and the
Committee of the Regions and based on the information provided by the Member States,
which should consider the extent to which the proposed measures are working effectively
and the need for further action to improve the lives of patients affected by rare diseases and
those of their families.

To aid the European Commission with the preparation and implementation of Community
activities in the field of rare diseases, The European Union Committee of Experts on Rare
Diseases (EUCERD)43 was formally established via the European Commission Decision of 30
November 2009 (2009/872/EC)** (see Section 1.1.1.1.).

The European Commission also funded the European Project for Rare Diseases National Plans
Development (EUROPLAN®) between 2008-2011. The main goal of the project was to provide
National Health Authorities with supporting tools for the development and implementation of
National Plans and Strategies for rare diseases as recommended by the Council. The
supporting tools included a Guidance document on recommendations for the definition and
implementation of National Plans and Strategies for rare diseases46; a joint report with the
RDTF on initiatives and incentives in the field of rare diseases in Europe47; and a document on
the recommended set of indicators for monitoring and evaluating the implementation of
national initiatives®. In the context of the EUROPLAN project, national conferences and
workshops on the subject of national plans and strategies, took place throughout 2010 in 15
EU MS: these national conferences were organised by National Alliances of rare disease
patient organisations under the supervision of EURORDIS. The conferences aimed both to

** The EUCERD www.eucerd.eu replaces the European Commission’s Rare Diseases Task Force www.rdtf.org (2004-2009).
** http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L:2009:315:0018:0021:EN:PDF

“** http://www.europlanproject.eu/

“¢ http://www.europlanproject.eu/public/contenuti/files/Guidance Doc EUROPLAN 20100601 final.pdf

7 http://www.eucerd.eu/upload/file/Reports/2009Reportinitiativesincentives.pdf

“8 http://www.europlanproject.eu/public/contenuti/files/EP-D6-Indicators.pdf
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d)

raise awareness of the Council Recommendation and to move forward the process of
developing a national strategy for rare diseases in each particular country. The support
activities of Europlan will continue in the context of the EUCERD Joint Action: Working for
Rare Diseases N° 2011 22 01 from March 2012 for a 3 year period.

Directive 2011/24/EU on the application of patients’ rights in cross-border healthcare®, was
approved in early 2011 to coincide with Rare Disease Day (28 February 2011). Highly relevant
to rare disease patients suffering from scarce and scattered resources for care and
diagnostics, the Directive seeks to facilitate access to health care for EU citizens and
encourage cooperation between EU Member States in the field of health. Member States will
have 30 months to put the provisions of the Directive into national legislation following the
publication in the Official Journal of the European Union. The Directive will have no impact on
the rights of each Member State to determine which health benefits they will provide. Thus, if
a particular treatment is not reimbursed in a patient’'s home country, it will not be
reimbursed if accessed in another Member State. Member States would be able to require
prior authorisation for “hospital care” and reimbursement would match the amount that
patients would receive in their home country. However, Article 13 of the Directive specifically
addresses the commitment of the Commission on behalf of rare disease patients: “The
Commission shall support Member States in cooperating in the development of diagnosis and
treatment capacity in particular by aiming to:
(a) make health professionals aware of the tools available to them at Union level to assist
them in the correct diagnosis of rare diseases, in particular the Orphanet database, and
the European reference networks;
(b) make patients, health professionals and those bodies responsible for the funding of
healthcare aware of the possibilities offered by Regulation (EC) No 883/2004 for referral
of patients with rare diseases to other Member States even for diagnosis and treatments
which are not available in the Member State of affiliation.”
The focus from 2012 was the implementation of the Directive, led by the Committee on
Cross-Border Healthcare, a legal forum where all 27 Member States will meet to vote on
implementing acts and discuss general issues concerning the transposition of the directive.
Delegated and implementing acts will, by defining the criteria as provided in the Directive,
establish the methodology of the whole process of deciding which European Reference
Networks to support, including the process of selection and designation of the healthcare
providers to be considered members of the European Reference Networks and several
categories of criteria for the adequate management, monitoring and evaluation of the
networks.

1.1.1.1. The European Union Committee of Experts on Rare Diseases (EUCERD)

The European Union Committee of Experts on Rare Diseases (EUCERD) is charged with aiding the
European Commission in cooperation and consultation with the specialised bodies in Member States,
the relevant European authorities in the fields of research and public health action and other relevant
stakeholders acting in the field. The EUCERD will foster exchanges of relevant experience, policies and
practices between these parties. The EUCERD is specifically charged with the following responsibilities:

Assisting the Commission in the monitoring, evaluating and disseminating the results of
measures taken at Community and national level in the field of rare diseases;

Contributing to the implementation of Community actions in the field, in particular by analysing
the results and suggesting improvements to the measures taken;

Contributing to the preparation of Commission reports on the implementation of the
Commission Communication and the Council Recommendation;

Delivering opinions, recommendations or reports to the Commission either at the latter’s
request or on its own initiative;

Assisting the Commission in international cooperation on matters relating to rare diseases;
Assisting the Commission in drawing up guidelines, recommendations and any other action
defined in the Commission Communication and in the Council Recommendation;

Providing an annual report of its activities to the Commission.

“ http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L:2011:088:0045:0065:EN:PDF
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The activities of the EUCERD were supported by Joint Action N° 2008 22 91 (Support to the Scientific
Secretariat of the RDTF/EUCERD) until February 2012 and are supported by the EUCERD Joint Action:
Working for Rare Diseases N° 2011 22 01 as of March 2012. The EUCERD Joint Action aims to advance
the work of the EUCERD in the areas of:

e Plans and strategies for rare diseases at national level;

e Standardisation of rare disease nomenclature at international level;

e Specialised social services and integration of rare diseases into mainstream social policies and

services;

e Quality of care for rare diseases;

e Integration of RD initiatives across thematic areas and across Member States.

The EUCERD held three plenary meetings in 2012 in Luxembourg on 26-27 Januaryso, 20-21 June’’, and
14-15 November®. A range of topics were discussed over the year including European Reference
Networks, the Clinical Added Value of Orphan Medicinal Products, National Plans and Strategies for
Rare Diseases, the activities of the EUCERD Joint Action, Newborn Screening Practices in Europe, the
revision of the International Classification of Diseases as concerns rare diseases, and modes of
collaboration with other EU initiatives in the field.

In 2012 a number of workshops were held with the support of the EUCERD Joint Action: Workshop on
National Planning for Rare Diseases (10-11 September 2012, Rome)53, Workshop on European
Reference Networks (ERNs)™* (25 & 26 September 2012, Newcastle), Workshop on cross-referencing of
terminologies55 (27-28 September 2012, Paris), Workshop on rare diseases registration56 (13
November 2012, Luxembourg), Workshop on Specialised Social Services for Rare Disease™ (6-7
December 2012, Zalau, Romania). An additional workshop was organised with the collaboration of the
EC’s Joint Research Centre in Ispra and EuroGentest on 19-20 November 2012 on the Genetic Testing
offer in Europesg.

In 2012 the EUCERD issued a recommendation on improving the assessment of the Clinical Added
Value of Orphan Medicinal Products (CAVOMP) encourages the creation of an Information FIowSQ, and
published the 2012 Report on the State of the Art of Rare Disease Activities in Europe of the European
Union Committee of Experts on Rare Diseases, which provides an informative and descriptive overview
of rare disease activities at European Union (EU) and Member State (MS) level in the field of rare
diseases and orphan medicinal products up to the end of 2011. Work was also started to elaborate
recommendation on European Reference Networks for Rare Diseases.

The mandate of the EUCERD will end in July 2013.

1.1.2. Work programmes at European level

A Community action programme on Rare Diseases, including genetic diseases, was adopted for the
period of 1 January 1999 to 31 December 2003 with the aim of ensuring a high level of health
protection in relation to rare diseases. As the first EU effort in this area, specific attention was given to
improving knowledge and facilitating access to information about these diseases. As a consequence
rare diseases are now one of the priorities in the Second Programme of Community Action in the
Field of Health 2008-2013%. The DG Health and Consumers work plans for the implementation of the

0 http://www.eucerd.eu/?post _type=document8&p=1152

*! http://www.eucerd.eu/?post_type=document&p=1135

%2 http://www.eucerd.eu/?post_type=document&p=2156

*3 http://www.europlanproject.eu/ newsite 986987/events6.html

> http://www.eucerd.eu/?page _id=2019

> http://www.eucerd.eu/?page _id=1799

56 http://www.eucerd.eu/?page id=2023

* http://www.eucerd.eu/?page id=2191

*®http://ihcp.jrc.ec.europa.eu/our activities/public-health/jrc-publishes-a-report-entitled-genetic-testing-offer-in-
europe/at_multi_download/file?name=finalreportWSgenetic%20testing.pdf

* http://www.eucerd.eu/?post _type=document&p=1446
 http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:L:2002:271:0001:0011:EN:PDF
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Public Health Programme include main lines of action and priorities in the field of rare diseases every
year.

At European level, research on rare diseases is being addressed as one of the priority areas in the
health field under the EU Framework Programmes for Research and Technological Development (FP)
since the early 1990s. In the current Framework Programme (FP7 2007-201361) the Health Theme of
the "Cooperation" Specific Programme, is designed to support multinational collaborative research in
different forms. The main focus of the Health theme in the rare diseases area are Europe-wide studies
of natural history, pathophysiology, and the development of preventive, diagnostic and therapeutic
interventions. More information on the Framework Programmes is provided in section 3.1.2.

®! http://cordis.europa.eu/fp7/home_en.html
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- 1.2. Political framework at Member State level

At Member State level, there is a great heterogeneity in the state of advancement of national policies, plans or
strategies for rare diseases. The Council Recommendation on an action in the field of rare diseases (8 June
2009) recommends that MS elaborate and adopt, by the end of 2013, a national plan or strategy for rare
diseases.

M

N
B National plans or strategies implemented || Public consultation process
I National plans or strategies adopted || Drafting group/stakeholder meetings

- Plan/strategy submitted to national authorities E Decision to elaborate a plan/strateg

Figure 2a: Stages of development of national plans or strategies for rare diseases in EU MS (December 2012) 62

% Graphic courtesy of the EUCERD Scientific Secretariat.
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Figure 2b: Stages of development of national plans or strategies for rare diseases in EU MS (December 2012)%

Nine Member States had, by the end of 2012, officially adopted a national plan/strategy for rare diseases
(France, Portugal, Bulgaria, Spain, Czech Republic, Lithuania, Slovenia, Slovakia and Cyprus).

These plans/strategies vary in their scope and also their financing, which will ultimately influence the extent of
their impact at national level. The Czech Republic, Cyprus, Lithuania, Portugal, Slovenia, Slovakia have adopted
their plans/strategies but they are not yet implemented: indeed, in certain cases plans/strategies are still to be
detailed in concrete work plans. Bulgaria and Spain have partially implemented their plans/strategies. Only
France has fully implemented their national plan(s) for rare diseases.

a) France

France was the first EU country to adopt, at the end of 2004, a comprehensive rare disease pIan64 with

allocated funding. This first plan (2005-2008) included 10 objectives:

= Increase knowledge of the epidemiology of rare diseases;

= Recognise the specificity of rare diseases;

= Develop information on rare diseases for patients, health professionals and the general public;

=  Train health professionals to better identify rare diseases;

= QOrganise screening and access to diagnostic tests;

= |mprove access to treatment and quality of healthcare provision for patients;

=  Continue efforts in favour of orphan medicinal products;

= Respond to the specific needs of accompaniment of patients suffering from a rare disease and develop
support for patient organisations;

=  Promote research and innovation on rare diseases, in particular on treatments;

=  Develop national and European partnerships in the domain of rare diseases.

The second French National Plan for Rare Diseases®® was elaborated during 2009-2010 by the Ministry of
Health with the collaboration of the Ministry of Higher Education and Research from the results of the
evaluation of the first plan and from the conclusions of seven working groups, which had gathered during
34 meetings 184 representatives of health professionals, rare disease experts, researchers, patient

® Graphic courtesy of the EUCERD Scientific Secretariat.
% http://www.orpha.net/actor/EuropaNews/2006/doc/French National Plan.pdf
® http://www.sante.gouv.fr/IMG/pdf/Plan_national maladies_rares.pdf
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organisations and administration. The second plan was launched on 28 February 2011 on the occasion of
Rare Disease Day, with a budget of €180 million for the period 2011-2014.

The

ten objectives of the first plan have been consolidated into three main objectives:
Improve the quality of care for rare disease patients;

Develop research on rare diseases;

Amplify European and international cooperation in the field of rare diseases.

These three objectives encompass actions such as:

The

Quality assessment and networking of the existing French Reference Centres;

Improvement of access to genetic diagnosis;

Development of neonatal screening of rare diseases;

Proper use and facilitated access to drugs, orphan medicinal products and any other medical product
necessary for patients;

Information and training of health professionals;

Information for patients;

Strengthening of research.

second plan includes 15 measures and 47 specific actions. The key measures of the plan are:

Creation of a Foundation for Scientific Cooperation on Rare Diseases (called the “Fondation maladies
rares”%) to coordinate and facilitate research on rare diseases;

Creation of a National Rare Disease Database (called “Banque nationale de données maladies rares” -
BNDMR) to allow mapping of patients’ needs and delivered healthcare, and to facilitate their
recruitment for clinical and epidemiological studies and clinical trials. The national registry BNDMR will
be based on the collection of a minimum data set, common to all patients and rare diseases and all the
reference and regional centres;

Improvement of the monitoring of various activities relating to rare disease patients, which includes
the adoption of the Orphanet nomenclature for the patients’ follow-up;

Access to next-generation sequencing (NGS) technology for genetic diagnosis. Most of the French
academic laboratories will be equipped at the end of the second year of the plan with NGS facilities to
optimise genetic diagnosis of a large set of rare diseases. Various levels of NGS will be implemented
during the plan for speeding up and maximal diagnosis coverage;

Restructuring of rare disease reference and regional centers into a limited number (around twenty) of
coherent “national clinical networks” (called “filieres de santé maladies rares”), gathering all rare
disease relevant stakeholders and centered on a homogeneous group of diseases. These networks aim
to allow a better and easier orientation of patients towards appropriate diagnosis, treatment, social
care and follow-up. These future French clinical networks should be connected to the future European
Reference Networks (ERN) concerning rare diseases.

The additional actions foreseen in the plan to improve the quality of care are:

Creation of a “permanent working group” for the monitoring of Reference Centres and the future
national clinical networks;

Measures to ensure access and reimbursement of new drugs or drugs necessary to patients but
prescribed outside of their marketing authorisation;

Enhancement of rare disease clinical practice guidelines (“PNDS”) development;

Training of medical doctors and paramedical professionals;

Better coordination of health care and social care;

Improvement of information for rare disease patients supporting Orphanet and Maladies Rares Info
Service and the creation of a European unique number for rare disease help lines.

implementation and follow-up of plan is the mission of a dedicated Steering Committee (called the

“Comité de suivi et de prospective”) which held its first meeting on 19 May 2011 and meets at least once a
year. Five thematic working groups reporting to the Steering Committee were established to help
implement the plan. These include a “permanent working group” dedicated to the definition of a new
evaluation process for Reference Centres and the monitoring of Reference Centres and their future
networks. The Steering Committee is in charge of the follow up of the plan and its implementation

 The “Fondation maladies rares” was created on 6 February and launched officially on 29 February 2012: http://www.fondation-
maladiesrares.org
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according to schedule, the effective involvement of relevant bodies and institutes in the implementation,
and surveying new methods of diagnosis, prevention, treatment and care for patients with rare diseases
which would justify the adaptation of the plan during its progress

b) Portugal

On 12 November, 2008, the Portuguese Minister of Health approved a national plan for rare diseases for
Portugal, the “Programa Nacional de Doengas Raras®”” coordinated, since November 2011, by the
Department for Quality in Health at the Directorate-General of Health (DGS).

The two main objectives of the National Plan are:
1) to create and improve the national measures in order to satisfy the needs of people with rare
diseases and their families in regards to medical services and care;
2) to improve the quality and the equity of the health care measures provided to people with rare
diseases.

These objectives will be achieved by:

=  The creation of reference centres for rare diseases;

= Improving the access of people with rare diseases to adequate care;

= Improving the knowledge and awareness on rare diseases;

=  Promoting innovations in the treatment of rare diseases and accessibility of orphan medicinal
products;

=  Assuring cooperation at national and international level, including the countries in the EU and
the community of countries with Portuguese as their official language.

The specifics of the plan include in total 30 intervention strategies, 9 education and training strategies,
and 8 strategies for data collection and information analysis. The plan also details 15 actions for
evaluation. The Minister has chosen a coordinator and a national commission to oversee and put into
action the various elements of the plan. The Directorate General of Health, together with the Office of the
High Commissioner for Health, have co-funded, a total amount of €1.9 million, during the years of 2008
to 2011, a few projects on rare diseases, which are currently being developed by several patient
associations, which enabled the implementation of a number of strategies mentioned in the National
Plan.

This Plan will cover all rare diseases, though it should articulate with other prioritary national plans,
namely with the National Plan for Oncologic Diseases (“Programa Nacional para as Doengas
Oncoldgicas”).

In 2012, a specific card for the identification of people with rare diseases (“Cartéo para a Pessoa com
Doenga Rara”) was developed, aiming at disclosing clinical information to medical doctors and also in
emergency situations. This card, to be issued by DGS is currently being tested and will be progressively
distributed during 2013.

c) Bulgaria
On 27 November 2008, the Bulgarian Council of Ministers approved the National Plan for Rare Diseases —
genetic disorders, congenital malformations and nonhereditary diseases (2009 — 2013)%. The Bulgarian
National Plan for Rare Diseases started on 1 January 2009 and will last for 5 years. Bulgaria’s National Plan
for Rare Diseases is currently active and consists of nine priorities targeting all rare diseases:
=  Collection of epidemiological data for rare diseases in Bulgaria by creation of a national
register;
= |Improvement of the prevention of genetic rare diseases by enlarging the current screening
programmes;
= Improvement of the prevention and diagnostics of genetic rare diseases by introducing new
genetic tests, decentralisation of the laboratory activities and easier access to medico-genetic
counselling;

 http://ec.europa.eu/health/ph threats/non com/docs/portugal.pdf
% http://www.raredis.org/pub/events/NPRD.pdf (Unofficial translation)

21


http://ec.europa.eu/health/ph_threats/non_com/docs/portugal.pdf
http://www.raredis.org/pub/events/NPRD.pdf

2013 Report on the State of the Art of Rare Disease Activities in Europe: Part | — Overview of Rare Disease Activities in Europe

= |Integrative approach to the prevention, diagnostics, medical treatment and social integration
of patients and their families;

=  Promotion of the professional qualification of medical specialists in the field of early
diagnostics and prevention of rare diseases;

=  Feasibility study on the necessity, possibility and criteria for the creation of a reference centre
for rare diseases of functional type;

=  QOrganisation of a national campaign to inform society about rare diseases and their
prevention;

= Support and collaboration with NGOs and patient associations for rare diseases;

= Collaboration with the other EU members.

A National Consulting Council on Rare Diseases (NCCRD) has been established by the Ministry of Health, to
supervise the progress and implementation of the plan. NCCRD includes medical professionals, Ministerial
representatives and a representative of the National Alliance of People with Rare Diseases. Although the
estimated budget of the Plan is €11.3 million, the assigned funds are much less and are disproportionally
distributed (i.e. directed almost exclusively towards genetic testing and screening activities). The
estimated budget does not take into account the costs for the provision of clinical services for rare disease
patients. Funding for rare disease policies is provided by the Ministry of Health and reimbursements of
drugs for rare diseases are covered by the National Health Insurance Fund (defined by Ministerial
Ordinance 38). Since 2011 there has been a tendency to gradually transfer all rare diseases treatment
coverage from the Ministry of Health to National Health Insurance Fund. However, the Ministry of Health
stays a major actor in rare diseases treatment provision through the Ministry of Health-operated Fund for
Children’s Treatment and Commission for Treatment Abroad.

The National Plan’s implementation was greatly disrupted by the country’s general economic difficulties
and pending healthcare reforms. Nevertheless, individual efforts from medical professionals, university
clinics, patient groups and association have greatly contributed for the overall progress of rare diseases
issues in Bulgaria. Many new rare diseases activities have been launched by different stakeholders, an
excellent rare disease network has been established within the country and rare diseases awareness has
been significantly improved. Funded by the National Plan, national newborn screening programmes have
been stabilised and improved, which has positively affected the start age of therapy in newborns picked
up by mass and selective screening programs, diagnosis and therapy have also moved forward. There is
now more mutual confidence and close collaboration among different groups, as well as more active
“crosstalk” regarding rare diseases policy (especially rare diseases centres of expertise).

d) Spain

The Rare Diseases Strategy of the Spanish National Health System was approved by the Interterritorial
Council of the Spanish NHS on 3 June 2009%. It is set within the framework of the Quality Plan of the
Spanish National Health System (NHS) which includes, amongst its other objectives, improving care for
people with rare diseases and their families. The elements defined in the Spanish strategy allow for the
fulfilment of the recommendations established by the European Council Recommendation on an Action in
the Field of Rare Diseases. The Rare Diseases Strategy of the Spanish National Health System represents a
consensus between the Ministry of Health, Social Services and Equality, the Carlos Ill Health Institute,
Autonomous Communities, patient organisations, scientific societies and experts.

The Strategy is structured into three parts. The first part, ‘General aspects’, includes the justification, the
purposes of the Strategy (its mission, principles, the values it inspires), the definition of rare diseases and
their situation in Spain. In addition it covers their historical development and epidemiological situation.
Finally, it sets out the strategy development methodology. The second part, ‘Development of strategic
lines’, sets out the objectives and recommendations. The third part, Monitoring and Evaluation, sets out
the process that makes it possible to monitor the proposed actions.

The Spanish Strategy for Rare Diseases of NHS includes the following strategic lines:
1. Information on RD (specific information on the disease and on the available care resources);
2. Prevention and early detection of RD;

®http://www.msc.es/organizacion/sns/planCalidadSNS/docs/enfermedadesRaras.pdf and
http://www.msc.es/organizacion/sns/planCalidadSNS/docs/RareDiseases.pdf
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3. Health care (coordination among health care different levels);

4. Therapies: orphan medicinal products, adjuvant drugs and medical devices, advanced therapies
and rehabilitation;

5. Social and health care;

Research;

7. Education and training.

o

Given the decentralised health administration of Spain in Autonomous Communities, the Strategy will act
as a framework and a set of recommendations for the different regions, which will in turn be in charge of
implementation.

Funds are allocated through a call for proposals opened to the Autonomous Communities in order to
facilitate the implementation of the Strategy. The Strategy for Rare Diseases as well as any other related
measures or actions aimed at rare diseases are included in the Spanish National Health Budget.

Indicators have been defined for the evaluation of the Strategy and it was evaluated in 2012. This
assessment focused mainly on the implementation of the Strategy over the first two years, although it is
too soon to measure health results, this process could help to update recommendations and objectives.
The results, and consultation with the Stakeholders, could help update the Strategy. As a result of the
evaluation, it can be confirmed that the Strategy has been implemented in the majority of the
Autonomous Communities (AC). In addition, 70.7 % of the specific objectives evaluated have been
achieved by more than 50% of the AC.

The main achievements have been, amongst others: the establishment of the National Registry for Rare
Diseases, availability of an inventory of services and tests of prenatal diagnosis and derivation protocols
for pregnant women at risk of foetal rare diseases, to raise awareness and recognition of rare diseases,
and to promote socio-health care and research for children under three with rare diseases. Moreover, the
evaluation has also showed that it is necessary to implement actions aimed at collecting and
disseminating information and resources available on rare diseases, to increase training of primary care
professionals on suspected diagnosis of rare diseases and to establish adequate criteria for referral, to
improve the availability of basic health information to the teaching staff that attends children with rare
diseases, to develop initiatives of joint coordination and planning for the adaptation of jobs and for the
management of the reintegration and continued employment of family members of persons affected by
rare diseases, to carry out initiatives to facilitate keeping persons with rare diseases in their surroundings
such as home care services, home hospitalisation, day centres, and so on, to develop integration activities
in the community (leisure activities) for those with rare diseases, and to promote participation of patients
associations in participation-decision bodies in the area of health of the Regional Governments.

e) Czech Republic

In October 2010, the Czech Republic released for the first time a ten-year strategy70 (2010-2020) for rare
diseases. The strategy was approved by the government on 14 June 2010. The Czech strategy intends to
“ensure the effective diagnosis and treatment of rare diseases, ensure that all patients with rare diseases
have access to the indicated, high-quality health care, and ensure their subsequent social integration on the
basis of equal treatment and solidarity”, and is “fully compliant with the European Council's
recommendation mainly concerning improved identification of rare diseases, support for the development
of health policy and the development of European-level cooperation, coordination and regulation in this
field”. The Strategy outlines existing efforts and proposes major targets and measures for improving the
situation in the Czech Republic, which are to be subsequently specified in more detail in the context of a
three-year National Action Plan that will establish “sub-tasks, instruments, responsibilities, dates and
indicators for fulfilling individual tasks”.

A dedicated taskforce comprised of leading rare diseases experts, biotech industry, lawyers, the State
Institute for Drug Control, medical statisticians and health insurance representatives, has convened every
other month since late 2010 and established dedicated working parties with the aim to establish the basis
for the National Action Plan. The Czech National Plan for Rare Diseases for 2012-201471, was adopted via

" http://nestor.orpha.net/EUCERD/upload/file/Docs/CZPlan_en.pdf
" http://www.eucerd.eu/?post_type=document&p=2105
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Decree 633 by the Czech government on 29 August 2012. The plan delineates concrete actions identified in
the 2010-2020 Czech National Strategy72. Specific areas include: Improving information; Education;
Prevention; Improving screening and diagnosis; Improving the availability and quality of care; Improving
quality of life and social inclusion; Support for rare disease science and research; Unification and
development of data collection and rare disease biological samples; Supporting and strengthening patient
organisations; Interdepartmental and interdisciplinary collaboration; and International cooperation.
Besides diagnostics and treatment, the Czech National Plan encompasses research, public information,
training for health professionals (both paediatric and adult specialists), and quality of life for patients in
collaboration with the Ministry of Social Affairs. The Ministry of Health has opened targeted appropriation
funding calls for the implementation of the Czech National Plan in December 2012.

f) Lithuania

On 18 October 2012, the national plan for rare diseases was approved by the Order No V-938 of the
Minister of Health, and a national rare diseases coordination committee was formed, including delegated
experts from university hospitals, universities, non-governmental organizations, state institutions
representatives to oversee the plan. The plan aims to establish a common approach on rare diseases, to
raise public awareness, and to ensure prevention, early diagnosis, efficient treatment, improvement of
quality of life and social support for patients suffering from rare diseases. It also includes the optimisation
of health care services and rational allocation of available resources, as well as measures for improving the
assessment of medicinal products and medical devices.

g) Slovenia

In 2012 a national plan for rare diseases was accepted by the Health Council and the next steps will be to
elaborate an action plan and its implementation, as well as to identify funding. The Work Plan for Rare
Diseases’” is designed to serve as a roadmap until 2020 and is qualified as “.. an opportunity for better
coordination of efforts of all partners involved, establishing health care that will be comprehensive,
accessible, timely and patient-focused”. The major objectives of the plan centre around the identification
and monitoring of rare diseases; improving early diagnosis and access to appropriate medical treatments;
mechanisms to improve an integrated approach to rare diseases; and improving access to information for
patients, the general public, and professionals. Amongst identified actions include the establishment of a
national registry for rare diseases; establishment of national reference centres integrated with
international networks; examining cross-border cooperation for genetic testing and other services;
introducing a system of evidence-based clinical guidelines; defining orphan drug policy and developing
decision guidelines for competent authorities; identifying additional funding sources for orphan drugs;
establishing an umbrella organisation of patient groups; and establishing a national centre for rare
diseases in the country.

h) Slovak Republic

A strategy including the basic concepts for a national plan on rare diseases, was adopted in April 2012 by
the Ministry of Health, before being adopted by the Government of the Slovak Republic on 24 October
2012”*. The national strategy for the development of health care for patients with rare diseases in the
Slovak Republic for the years 2012-2013 aims to prepare for the development of a national plan for rare
diseases and the support of its implementation into health and social care. There is hope of adopting the
plan by the end of 2013.

i) Cyprus

The Cyprus National Strategic Plan for Rare Diseases’> (CNSPRD) was developed by a national steering
committee for rare diseases, which consisted of Ministry of Health officials, experts in various fields
relating to rare diseases as well as patient representatives, following a public consultation (the second)
with local stakeholders including patient’s representatives, in March 2012. The CNSPRD was approved by
the Council of Ministers of the Republic of Cyprus in November 2012.

"2 http://ec.europa.eu/health/rare _diseases/docs/national czech en.pdf

3 http://www.mz.gov.si/fileadmin/mz.gov.si/pageuploads/redke bolezni 2012 - nacrt dela/Nacrt dela na podrocju redkih bolezni.pdf

" http://www.europlanproject.eu/ newsite 986987/Resources/docs/NATIONALPLANS SL nationalStrategySlovakiaEng.pdf

”® http://www.moh.gov.cy/MOH/MOH.nsf/All/CD61A07312284C0A422579DC0023AF8A/Sfile/Strategic%20Plan%20Rare%20Diseases.pdf
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The main objective of the National Strategic plan is to ensure that patients with rare diseases will have
access to high quality care (diagnostics, treatments as well as rehabilitation for those living with the
disease).The CNSPRD is based on the following 5 pillars:

(a) Prevention — Early Diagnosis

(b) Treatment and Management

(c) Palliative Care / Social Inclusion / Support
(d) Registries/Epidemiology

(e) Research

Following the approval of the CNSPRD, the National Committee for Rare Diseases was appointed by the
Council of Ministers with the task of implementing as well as monitoring the progress of the plan. In
addition, the National Committee for Rare Diseases is responsible for defining a number of priority actions
with objectives and follow-up mechanisms.

The stage of the elaboration of national plans/strategies for rare diseases in the other Member States was

varied at the end of 2012, however all Member States have declared their intention to elaborate such a
. 76

policy™.

Drafting group meetings/stakeholder meetings to discuss the elaboration of a national plan/strategy have
taken place/were taking place by the end of 2012 in Austria, Denmark, Estonia, Finland, Germany, and Malta.

A public consultation process was undertaken/was underway by the end of 2012 in Ireland, the Netherlands,
and the United Kingdom.

A plan/strategy has been submitted to national authorities by the end of 2012 in Belgium, Greece, lItaly,
Hungary, Latvia, Poland, Romania, and Sweden.

However, it should be noted that the current economic context is having a negative impact on the
development and implementation of these plans: many plans may have insufficient or no funding as a result,
thus potentially limiting their impact.

1.3. Political framework in other world regions

Outside of the European region, a number of countries have developed political frameworks in the field of rare
diseases. Mostly, these initiatives concern the regulation of orphan medicinal products77. Policies for orphan
medicinal products started as early as 1983 in the United States with the adoption of the Orphan Drug Act,
then in Japan and in Australia in 1993 and 1997. Europe followed in 1999 by implementing a common EU policy
on orphan medicinal products. In addition, the European Council Recommendation on an action in the field of
rare diseases and the successful completion of the first French National Plan for Rare Diseases — considered a
model by other countries — is inspiring other countries around the world to reflect on the elaboration of
national plans/strategies for rare diseases. Below, a few examples of existing political frameworks in the field of
rare diseases are presented in other world regions outside of Europe.

a) North America
i. USA
The Office of Rare Diseases Research’”® (ORDR) was established in 1993 within the Office of the
Director of the National Institutes of Health (NIH). On 6 November 2002, the President
established the Office in statute (Public Law 107-280, the Rare Diseases Act of 2002). The Rare

7% See Part V of this report for detailed information.
" Information provided by Orphanet http://www.orpha.net/consor/cgi-bin/Education AboutOrphanDrugs.php?Ing=EN
’8 http://rarediseases.info.nih.gov/
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Diseases Act’’ defines a rare disease as having a prevalence of fewer than 200 000 affected
individuals in the United States. It also establishes the mandate of the Office, which includes the
promotion of cooperation between the National Institutes of Health to advance research in the
field of rare diseases as well as to support cooperation with the regional centres of excellence for
clinical research into, training in, and demonstration of diagnostic, prevention, control, and
treatment methods for rare diseases.

The Rare Diseases Act of 2002 also takes note of the success of the 1983 US “Orphan Drug Act®”:
this law defines the 'orphan drug' with regard to prevalence (frequency) of the disease for which it
is indicated in the American population. In the US, the concept of 'orphan drug' does not simply
cover pharmaceutical or biological products. It also covers medical devices and dietary or diet
products. The OOPD® (Office of Orphan Products Development) within the FDA (Food and Drug
Administration) is in charge of promoting the availability of safe and efficacious products for the
treatment of rare diseases in the US. The 'orphan' status allows the drug sponsor to benefit from
incentives for the development of these products until the marketing approval. The measures
apply to all stages of the drug development and include:

e Tax credits on clinical research;

e Technical assistance during the elaboration of the application file necessary for marketing
approval as well as simplification of administrative procedures (reduction of the waiting
period and reduction of the amount of registration fees);

e  Marketing exclusivity of 7 years after the marketing approval is granted.

In 2011 two new bills were introduced on behalf of rare disease patients in the USA. On 27 July
2011, the H.R.2671: CAL Undiagnosed Diseases Research and Collaboration Network Act of 2011%
was introduced in the House of Representatives to amend the existing Public Health Service Act in
order to provide for the establishment and maintenance of an undiagnosed diseases network, and
for other purposes. The bill has been referred to the House Committee on Energy and Commerce.
Also on 27 July 2011 the H.R. 2672: Preserving Access to Orphan Drugs Act of 2011% was also
introduced in the US House of Representatives. Seeking to “clarify the orphan drug exception to
the annual fee on branded prescription pharmaceutical manufacturers and importers,” this
motion has been referred to the House Energy and Commerce and the House Ways and Means
Committees for consideration.

In addition, a proposed legislative measure is gathering force in the USA seeks to promote low
prevalence rare diseases, which the bill promoters assert garner less attention from potential drug
developers. The Ultra-orphan Life Saving Treatment Act (ULTRA Act) would cover 83% of all rare
diseases, according to a fact sheet®. Citing a disease prevalence of 6000 or less (in the USA) the
ULTRA Act would tweak the regulatory system, facilitating an accelerated approval system from
the FDA for very low prevalence diseases. According to the fact sheet, the ULTRA Act would
provide the FDA “..with the tools necessary to allow for alternative qualification criteria for the
rarest diseases that could never have prior clinical data”. No legislative action has been taken at
this time.

In July 2012, President Barack Obama signed into law the U.S. Food and Drug Administration (FDA)
Safety and Innovation Act85, qualified by the USA’s National Organization for Rare Disorders
stakeholders as “the most groundbreaking measures for rare disease patients and their families
since the Orphan Drug Act of 1983”. The Act ushers in several significant changes including
“accelerated patient access to new medical treatments; the development of Humanitarian Use
Devices, or medical devices for small patient populations; accelerated development of
"breakthrough therapies"—those that show early promise; enhanced consultation with rare

7 http://history.nih.gov/research/downloads/PL107-280.pdf

& http://history.nih.gov/research/downloads/PL97-414.pdf

& http://www.fda.gov/Forlndustry/DevelopingProductsforRareDiseasesConditions/default.htm

8 http://thomas.loc.gov/cgi-bin/query/z?c112:H.R.2671:

8 http://www.govtrack.us/congress/billtext.xpd?bill=h112-2672

8 http://www.kakkis.org/blogs/post/2011/11/29/Ultra-orphan-Life-saving-TReatments-Act-of-2012.aspx
® http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/Overview/ucm310927.htm
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disease medical experts; a rare paediatric disease priority review voucher incentive program; and
resolution of conflict-of-interest issues related to FDA advisory committee participation”.

The Office of Rare Diseases Research launched in 2012 a pilot project86 to establish the Global
Rare Diseases Patient Registry and Data Repository (GRDR). The goal is to establish a data
repository of de-identified patient data, aggregated in a standardised manner, to enable analyses
across many rare diseases and to facilitate various research projects, clinical studies, and clinical
trials. The aim is to facilitate drug and therapeutics development, and to improve the quality of
life for the many millions of people who are suffering from rare diseases. Ongoing activities
expanded the initiative to include collaborations with colleagues in the European Union countries,
Japan, Australia and other nations.

ii. Canada

In October 2011, the Health Minister of Quebec announced that rare diseases would indeed be
“adopted” by Quebec’s health system. A specific committee dedicated to rare diseases will be
created at Quebec’s Institut National d’Excellence en Santé et Services Sociaux. This Institution
published in Summer 2011 a French language report87 on the experiences of countries having
developed policies for rare diseases. Until now, Canada’s current federal-provincial Health Accord,
which expires in 2014, presents a window of opportunity for introducing “provisions for a federally
designed rare disease strategy to be tied to provincial funding”.

As of 19 January 2011, the province of Ontario will expand its compassionate review policy to
allow more patients with “rare clinical circumstances” to benefit. The Ontario Public Drug
Programs “...will consider covering drugs that have been reviewed by the Committee to Evaluate
Drugs (CED) and where Ontario is in funding negotiations with the manufacturer. Previously,
applicants could not be approved for coverage in cases where the CED had made a
recommendation, but the ministry was still in negotiations with the manufacturer”. The expanded
policy covers “requests to cover drugs in cases where an individual has been urgently hospitalized
due to an immediate life, limb or organ-threatening condition and the requested drug therapy is
directly related to the condition that resulted in the hospitalization”.

In 2012, Leona Aglukkag, Canadian Minister of Health, announced two initiatives aimed at
bringing new hope to Canadians with rare diseases: the Harper Government will create a new
approach for the authorisation of "orphan drugs" and the announcement of the Canadian launch
of Orphanet, a comprehensive database of information and services for rare diseases. Federal
governmental agency Health Canada also announced in 2012 plans to develop a framework for
orphan medicinal products that will include the designation, authorisation and monitoring of such
products and will foster innovation and research in Canada. The proposed framework, which is
based on international collaboration and information sharing, is in the final stages of development
and will be available shortly for public consultation.

b) South America

i. Argentina

Both the Senate and the House representatives of the Argentinean Parliament endorsed the first
national law® concerning rare diseases on 29 June 2011. Based on proposals elaborated by
representatives, the main topics of the act include the definition of a rare disease (Argentina is
adopting the same prevalence of no more than 1 person in 2 000 that is used in the European
Union). Furthermore, the health system must now provide specific assistance to patients and their
care-givers. In addition, public and private social security schemes are obliged to provide specific
support. A central multidisciplinary committee is to be created in order to coordinate these actions
and will include patient organisations. A national registry of patients will be elaborated, a neonatal
screening programme will be considered, along with educational, social and support activities that
are all mentioned in the law. All of these activities need governance and different levels of

& http://www.grdr.info/index.php?option=com content&view=article&id=108&Itemid=20
8 http://www.inesss.qc.ca/fileadmin/doc/INESSS/Rapports/OrganisationsSoins/ETMIS2011 Vol7 No6.pdf
® http://www.orpha.net/actor/EuropaNews/2011/doc/ArgentinaLaw.pdf
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government must be coordinated before the effects of this dramatic development can be felt, but
stakeholders believe that a significant first step has been taken.

The Geiser Foundation (Grupo de Enlace, Investigacion y Soporte - Enfermedades Rares), a regional
initiative created in 2001 to pool rare disease resources, started campaigning in 2002 for specific
measures compelling care and protection for rare disease patients and their families, as well as
resources for professionals. Geiser also promotes and encourages other countries to take action,
such as Chile, Uruguay, Brazil, Panama and Mexico, where rare diseases laws are also being
elaborated.

iii. Peru

Peru established its first national law concerning patients with rare diseases in Summer 2011. Law
29698%° promotes treatments for rare conditions and includes a national strategy encompassing
diagnostics, surveillance, prevention, care, and rehabilitation. While Peru has not developed a
precise definition based on prevalence, this legislation, a result of efforts from Geiser, Peruvian
rare disease patient groups, and policymaker Michael Urtecho, is considered a big step forward for
rare disease patients in Peru.

iili. Columbia
An Orphan Disease Law was ratified in July 2010. On 3 March 2011, the Second National Forum of
Orphan Diseases in the Health System of Colombia was held.

c) Asia

i. Japan

Japan bears the distinction of having the oldest programme for rare disease research and care in
the world. Established in 1972, the Medical Care Program for Specific Diseases encompasses
“Nanbyo” (Intractable Diseases) and the closely-related “Tokutei Shikkan” (Specified Rare and
Intractable Diseases)®. Japan’s Nanbyo programme includes any troubling, untreated disorder,
though the vast majority of conditions it accepts — determined by a consultative committee - are
rare. While historically infectious diseases such as cholera or tuberculosis were considered Nanbyo,
today the intractable diseases are defined as those “..that have resulted from an unidentifiable
cause and, 