
 

5695/16   LES/ns  
 DG B 3B  EN 
 

 
Council of the 
European Union  

Brussels, 5 February 2016 
(OR. en) 

5695/16 

PHARM 6 
SAN 33 
RECH 13 

 

 

  

  

 

COVER NOTE 
From: Secretary-General of the European Commission, 

signed by Mr Jordi AYET PUIGARNAU, Director 
date of receipt: 26 January 2016 
To: Mr Jeppe TRANHOLM-MIKKELSEN, Secretary-General of the Council of 

the European Union 
No. Cion doc.: SWD(2015) 13 final 
Subject: COMMISSION STAFF WORKING DOCUMENT Inventory of Union and 

Member State incentives to support research into, and the development 
and availability of, orphan mecidinal products — state of play 2015 

  

Delegations will find attached document SWD(2015) 13 final. 

 

Encl.: SWD(2015) 13 final 

092353/EU XXV. GP
Eingelangt am 05/02/16

www.parlament.gv.at

http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=RAT&code2=&gruppen=Link:5695/16;Nr:5695;Year:16&comp=5695%7C2016%7C
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=RAT&code2=&gruppen=Link:5695/16;Nr:5695;Year:16&comp=5695%7C2016%7C
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=RMA&code2=&gruppen=Link:PHARM%206;Code:PHARM;Nr:6&comp=PHARM%7C6%7C
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=RMA&code2=&gruppen=Link:SAN%2033;Code:SAN;Nr:33&comp=SAN%7C33%7C
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=RMA&code2=&gruppen=Link:RECH%2013;Code:RECH;Nr:13&comp=RECH%7C13%7C
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=COM&code2=&gruppen=Code:SWD;Year:2015;Nr:13&comp=13%7C2015%7CSWD
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=COM&code2=&gruppen=Code:SWD;Year:2015;Nr:13&comp=13%7C2015%7CSWD
http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=COM&code2=&gruppen=Code:SWD;Year:2015;Nr:13&comp=13%7C2015%7CSWD


 

EN    EN 

 

 
EUROPEAN 
COMMISSION  

Brussels, 26.1.2016  
SWD(2015) 13 final 

  

COMMISSION STAFF WORKING DOCUMENT 

Inventory of Union and Member State incentives to support research into, and the 
development and availability of, orphan mecidinal products — state of play 2015 

 

www.parlament.gv.at

http://www.parlament.gv.at/pls/portal/le.link?gp=XXV&ityp=EU&inr=92353&code1=COM&code2=&gruppen=Code:SWD;Year:2015;Nr:13&comp=13%7C2015%7CSWD


 

1 

Inventory of Union and Member State incentives to support research into, and the 
development and availability of, orphan medicinal products —  

state of play 2015 

1. INTRODUCTION 

This year marks the 15th anniversary of the Orphan Regulation,1 which was adopted to encourage 
the development and authorisation of medicinal products for rare diseases. In that time, there has 
been impressive progress, in particular as regards generating significant activity by the 
pharmaceutical industry in this field. 

It is estimated that 5 000 to 8 000 distinct rare diseases exist in the European Union. Although 
their prevalence is low, rare diseases affect 27 to 36 million people in the EU (6-8 % of the 
population).2 The development of orphan medicinal products is therefore an important 
consideration for public health policy-makers seeking to address patients’ needs. 

In the course of the 1990s, a number of Member States adopted specific measures to improve our 
knowledge of rare diseases and their detection, diagnosis, prevention and treatment. Some of the 
relevant legislative or administrative provisions refer to ‘orphan’ or ‘uneconomic drugs’, but 
initiatives in this field were few and did not lead to significant progress in research on rare 
diseases. 

Gradually, ministers started to recognise an urgent need for cooperation in this field across the 
European Union and between government and industry. On 23 February 1995, at the instigation of 
the European Commission department responsible for science, R&D and industry, an expert group 
was formed with the objective of discussing recommendations on priorities for EU-level research 
and regulatory action in the field of rare diseases and orphan drugs. The United States’ effective 
Orphan Drug Act3 was taken as an example of what could be done. 

Commission proposals and strong political backing from the Council and the European Parliament 
led to the adoption of the Orphan Regulation on 16 December 1999. After 15 years of 
implementation and significant advances for patients, the Commission wishes now to take stock 
of progress in this field. Indeed, Article 9 of the Regulation requires it to publish regularly a 
detailed inventory of all EU and Member State incentives to support research into and the 
availability of orphan medicinal products (OMPs). The first inventory was published in January 
2001 and updated versions were issued in 2003 and 2005. This paper thus represents the fourth 
version of the inventory; it includes information from the Commission’s Directorates-General for 
Health and Food Safety and for Research and Innovation, and the European Medicines Agency 
(EMA), and also covers measures taken by Member State authorities. 

                                                 
1  Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on orphan 

medicinal products (OJ L 18, 22.1.2000, p. 1). 
2  2014 report on the state of the art of rare disease activities in Europe (EUCERD joint action). 
3  https://www.gpo.gov/fdsys/pkg/STATUTE-96/pdf/STATUTE-96-Pg2049.pdf  
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2. AIM OF THE ORPHAN REGULATION 

The main objective of the Orphan Regulation is to ensure that patients suffering from rare 
conditions have the same quality of treatment as any other patient in the EU. 

It establishes a Union procedure for designating OMPs and proposes incentives for research in the 
field and the development and marketing of such products where the conditions that they address 
occur so infrequently that development and marketing costs are unlikely to be recovered through 
sales. In addition, the Regulation encourages Member States to adopt similar and/or 
complementary measures at national level. 

OMPs can benefit from the incentives provided they are designated as such before the marketing 
authorisation is granted.4 The key measures in the Regulation are: 

 the establishing of an expert committee for OMPs within the EMA; 

 EMA protocol assistance for sponsors of medicinal products on the conduct of the tests 
and trials necessary to demonstrate their quality, safety and efficacy, or regulatory 
assistance; advice can be free or given in return for reduced fees; 

 10 years of market exclusivity (in which other industry operators are prevented from 
entering the market with a similar product for the same therapeutic indication); 

 access to a centralised procedure allowing immediate marketing authorisation in all 
Member States and facilitating the availability of medicines to all patients in the EU; 

 a system of reduced fees for regulatory procedures (as payable under Community rules); 
and 

 a repository of all designated and authorised OMPs. 

3. UNION MEASURES 

3.1. Incentives under the Orphan Regulation 

The principal direct incentives introduced by the Orphan Regulation are as follows: 

Designation procedure 

Sponsors may apply to the EMA to have a product designated as an OMP. The designation 
process is free of charge. 

                                                 
4  Article 3 of the Regulation defines OMPs as follows: 

A medicinal product shall be designated as an orphan medicinal product if its sponsor can establish: 

(a)  that it is intended for the diagnosis, prevention or treatment of a life threatening or chronically debilitating 
condition affecting not more than five in 10 thousand persons in the Community when the application is 
made, or that it is intended for the diagnosis, prevention or treatment of a life threatening, seriously 
debilitating or serious and chronic condition in the Community and that without incentives it is unlikely 
that the marketing of the medicinal product in the Community would generate sufficient return to justify the 
necessary investment; 

and 

(b)  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. 
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Between 2000 and September 2015, the EMA received 2 302 applications for designation, of 
which the Commission approved 1 544. Of these, 1 227 are currently active (some decisions have 
expired and some products have been withdrawn by the sponsor). Most designations were granted 
on the basis of the prevalence criteria (Article 3a). One was granted on the basis of the 
‘insufficient return on investment’ criterion. 

The sponsors of the designated products benefit from incentives such as protocol assistance to 
facilitate the development and authorisation of innovative medicines for the benefit of patients. 
The products can also more easily attract public or private funding; designation is a requirement 
for the EU’s research framework programme, allows companies to secure R&D financing and 
creates opportunities for scientists to make important advances in treating the rare diseases in 
question. 

The interest in this field is demonstrated by the steady increase in the number of requests over the 
years (see Tables 1 and 2). 

The Committee for Orphan Medicinal Products (COMP) set up under the Regulation within 
the EMA has been in operation since April 2000 and is responsible for the scientific examination 
leading to designation. It was the first committee on which patients were represented (the 
Commission nominates three patient representatives for a three-year term). 

The most frequently designated orphan conditions include acute myeloid leukaemia, cystic 
fibrosis, glioma, pancreatic carcinoma ovarian cancer, multiple myeloma, chronic lymphoblastic 
leukaemia and hepatocellular carcinoma. About a third of all applications concern some form of 
cancer (see Table 3). 

Protocol assistance 

On the basis of an orphan designation, a sponsor may ask for protocol assistance (scientific advice 
for orphan designated products) on the conduct of the various tests and trials necessary to 
demonstrate the quality, safety and efficacy of the product for marketing authorisation. Sponsors’ 
uptake of protocol assistance has been extensive and is growing steadily. In the first 15 years of 
application of the Regulation, 951 protocol assistance procedures were completed, of which 264 
involved SMEs. 

Fee waivers 

Designation opens the way to possible waivers from fees associated with the marketing 
authorisation procedure, including those for protocol assistance, marketing authorisation, 
inspections, renewals, etc. The EMA receives a special annual contribution from the EU budget to 
waive fees in part or in full. Total reductions granted to date amount to €78.4 million (see 
Table 4). 

Access to the centralised procedure (Union marketing authorisation) 

Up to December 2005, 24 designated OMPs had received marketing authorisation (22 by 
centralised procedure and two by national procedures). 
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Under Regulation (EC) No 726/2004,5 the centralised marketing authorisation procedure became 
mandatory for all such products throughout the EU as of 20 November 2005. Under this 
procedure, the Commission has to date authorised 117 orphan medicines for the benefit of 
patients suffering from rare diseases (see Tables 5 and 6), 82 % of which consist of new active 
substances. Some 25 orphan marketing authorisations are from SMEs.6 The sponsors benefit from 
the incentives outlined above (e.g. fee waivers for regulatory procedures, 10-year market 
exclusivity). 

The number of products authorised has grown over the years (which is encouraging for the 
future), but remains limited bearing in mind the existence of 5 000 to 8 000 distinct rare diseases 
(see Table 2). We can conclude that just 1 % of these are currently covered by authorised 
medicinal products in the EU. The incentives of the orphan drug legislation are therefore essential 
to facilitate pharmaceutical development. 

The most frequently authorised medicinal products are treatments for pulmonary arterial 
hypertension, acute myeloid leukaemia, cystic fibrosis, multiple myeloma and acute or chronic 
lymphoblastic leukaemia. 

Several OMPs7 have been particularly important for public health and their innovative approach: 

For cancer: 
Glivec (imatinib) is indicated for the treatment of adult and paediatric patients with chronic 
myeloid leukaemia. 

Revlimid (lenalidomide) is indicated for the treatment of adult patients with previously untreated 
multiple myeloma8 who are not eligible for transplants. 

For rare inborn errors of metabolism 
Replagal (agalsidase alfa) or Fabrazyme (agalsidase beta) are indicated for the treatment of 
patients with a confirmed diagnosis of Fabry Disease.9 

Vimizim (elosulfase alfa) is indicated for the treatment of mucopolysaccharidosis, type IVA10 
(Morquio A Syndrome, MPS IVA). 

For blood disorders 
Exjade (deferasirox) is indicated for the treatment of chronic iron overload due to frequent blood 
transfusions in patients with beta thalassaemia11 major aged six years and older. 

                                                 
5  Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down 

Community procedures for the authorisation and supervision of medicinal products for human and veterinary 
use and establishing a European Medicines Agency (OJ L 136, 30.4.2004, p. 1). 

6  The SME initiative started in 2005, so the EMA registered the first marketing authorisation from an SME in 
2007. 

7  Some of the examples mentioned no longer enjoy market exclusivity and are no longer OMPs. 
8  Multiple myeloma is a malignant tumour of plasma cell characterised by overproduction of abnormal plasma 

cells in the bone marrow, and skeletal destruction. 
9  Childhood, progressive, inherited, multisystemic lysosomal storage disease characterised by specific 

neurological, cutaneous, renal, cardiovascular, cochleo-vestibular and cerebrovascular manifestations. 
10  Childhood inherited lysosomal storage disease characterised by progressive skeletal deformities, cervical 

instability, cardiovascular failure, respiratory problems, hepatomegaly, hearing loss and corneal clouding. 
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For the cardiovascular system 
Revatio (sildenafil) for the treatment of pulmonary arterial hypertension and chronic 
thromboembolic pulmonary hypertension. 

Market exclusivity 

The most important incentive in the Regulation is 10-year market exclusivity for designated 
OMPs. Market exclusivity is unanimously regarded as crucial to any system of incentives for 
R&D on such products. The protection thus granted prevents the Union or a Member State from 
subsequently issuing or varying a marketing authorisation for a similar product (e.g. the same 
active substance) and for the same indication. At present, the OMPs authorised by the 
Commission benefit from market exclusivity. 

Under Article 37 of the Regulation on medicinal products for paediatric use,12 market exclusivity 
may be extended to 12 years if a paediatric investigation plan is completed. 

Two medicinal products for which a paediatric investigation plan was completed, TobiPodhaler 
and Xagrid, currently enjoy extended (12-year) market exclusivity. 

Workshops and international activities 

The EMA has organised 11 workshops to provide sponsors with guidance on issues such as the 
determination of prevalence, significant benefit and data collection, or more generally, e.g. the 
worldwide orphan medicinal designation workshop with the United States and Japan in 2014. 

It is worth noting that many sponsors apply for orphan designation in the EU and elsewhere at the 
same time. The COMP has therefore developed international liaison on OMPs with medicines 
agencies in North America and Japan. It holds a monthly teleconference with the US Food and 
Drugs Administration. 

3.2. European expert group on rare diseases 

On 30 July 2013, the Commission adopted a decision on the setting-up of an expert group on rare 
diseases.13 This repealed Decision 2009/872/EC on the former EU committee of experts on rare 
diseases (EUCERD), which in three years had adopted five recommendations and one opinion. 

The role of the new expert group is to provide the Commission with advice and expertise in 
formulating and implementing the Union’s activities in the field of rare diseases and to foster 
exchanges of relevant experience, policies and practices between the Member States and the 
various parties involved. The group is composed of one representative per Member State, 
stakeholder (including patients’) organisations and experts on rare diseases. To date, it has 
adopted three recommendations — on rare disease codification,14 European reference networks15 
                                                                                                                                                               
11  Childhood and infancy disease characterised by deficiency or absence of synthesis of the beta globin chains of 

hemoglobin. The condition is chronically debilitating and life-threatening, in particular due to the severe 
anaemia, the need for blood transfusions, and the complications related to these. 

12  Regulation (EC) No 1901/2006 of the European Parliament and of the Council of 12 December 2006 on 
medicinal products for paediatric use and amending Regulation (EEC) No 1768/92, Directive 2001/20/EC, 
Directive 2001/83/EC and Regulation (EC) No 726/2004 (OJ L 378, 27.12.2006, p. 1). 

13  http://ec.europa.eu/health/rare_diseases/docs/dec_expert_group_2013_en.pdf. 
14  http://ec.europa.eu/health/rare_diseases/docs/recommendation_coding_cegrd_en.pdf. 
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and cross border genetic testing of rare diseases16 and rare disease registration and data 
collection17. 

3.3. EU-funded research on rare diseases and OMPs 

Highlights 
 

 Orphan designation has been a requirement for the Framework Programme funding 
since 2009.  
 

 There was more than a 50 % increase in both the number of OMP applications 
submitted and the number of designations granted by Commission during 2009-
2015, in comparison with 2000-2008. 
 

 More than € 620 million in funding was awarded by FP7 to over 120 research 
projects on rare diseases and OMPs. 
 

 Horizon 2020 maintains strong commitment to fund research on rare diseases and 
OMPs. 

 

 

Seventh Framework Programme (FP7) 

The EU supports research into rare diseases and OMPs through its multiannual framework 
programmes for research and technological development. Financial support is granted to project 
proposals that have been submitted in response to regular Commission calls and have successfully 
undergone peer-review evaluation by independent experts. 

Under the Seventh Framework Programme for Innovation and Technological Development (FP7), 
which operated from 2007 to 2013, the Commission published several calls for proposals covering 
research into rare diseases and OMPs. 

From the 2009 annual work programme onwards, orphan designation has been a requirement for 
funding in selected topics dealing with the preclinical and/or clinical development of substances 
with a clear potential as orphan drugs. This change has led to a significant increase in the number 
of designation requests received by the COMP. 

Under FP7, over €620 million in support was granted to over 120 collaborative research 
projects on rare diseases and OMPs (see table 7). These included disease-driven and technology-
driven projects, ranging from fundamental research into rare diseases to the preclinical and 
clinical development of orphan drugs. They basically covered all fields of medicine, e.g. 
oncology, neurology and neuromuscular medicine, endocrinology and metabolism, pulmonology, 
                                                                                                                                                               
15  http://ec.europa.eu/health/rare_diseases/docs/20150610_erns_eucerdaddendum_en.pdf. 
16  http://ec.europa.eu/health/rare_diseases/docs/2015_recommendation_crossbordergenetictesting_en.pdf. 
17  http://www.eucerd.eu/wp-

content/uploads/2013/06/EUCERD_Recommendations_RDRegistryDataCollection_adopted.pdf  
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gastroenterology, allergy and immunology, infectious diseases, haematology, molecular genetics, 
nephrology, urology, ophthalmology, dermatology. The EU funding facilitated the formation of 
multidisciplinary teams from universities, research organisations, SMEs, industry and patient 
organisations from across Europe and beyond. 

Activities under the projects varied from collaborative research to coordination and networking, 
dissemination and the use of knowledge of rare diseases and OMPs. The EU-funded ERA-NET 
project E-RARE-2 aimed to develop and strengthen the coordination of national and regional 
research programmes. It launched joint transnational calls that involved funding agencies from 13 
Member States, Turkey, Israel, Switzerland and Canada. 

Horizon 2020 

The EU will maintain a strong commitment to funding rare-disease research under Horizon 2020, 
its 2014-2020 framework programme for research and innovation. Horizon 2020 has already 
provided specific research opportunities in this area. Three projects are ongoing as a result of the 
rare disease related calls of the Work Programme 2014-2015: two collaborative projects SC0806, 
RETHRIM and the ERA-NET project E-RARE-3. Projects have been selected for funding from 
the PHC14-2015 call New Therapies for Rare Diseases in the fields: oncology, pulmonology, 
gastroenterology, immunology, haematology, ophthalmology, neurology and neuromuscular 
medicine. Further calls of the Work Programme 2016-2017 focusing on rare diseases are SC1-
PM-03–2017 Diagnostic characterisation of rare diseases and SC1-PM-08–2017 New therapies 
for rare diseases are published18. 

International Rare Diseases Research Consortium (IRDiRC) 

The Commission launched the International Rare Diseases Research Consortium (IRDiRC) under 
FP7, in cooperation with its EU and international partners. The IRDiRC brings together 
organisations that share common goals and principles and have agreed to work together in a 
multinational consortium. Its key objective is to deliver, by 2020, 200 new therapies for rare 
diseases and the means to diagnose most of them by stimulating, better coordinating and 
maximising the output of rare-disease research worldwide. The Commission chaired the IRDiRC 
from its establishment in early 2011 until 2013, when it handed over to Canada’s Institute of 
Health. 

Examples of research projects on OMPs: 

The AIPgene consortium conducted a phase-1 clinical trial to test (a) the safety and (b) the 
efficacy of AAV5-AAT-PBGD in patients with severe acute intermittent porphyria (AIP), a rare 
genetic disorder in which mutations in the porphobilinogen deaminase gene produce insufficient 
activity of a protein necessary for heme synthesis. AIP is a life-threatening and chronically 
debilitating disease due to the severity of the symptoms and the long-term complications, 
including higher risk of cirrhosis and hepatocellular carcinoma. 

In phase-1 and 2 clinical trials, the ALPHA-MAN consortium demonstrated the safety and 
clinical efficacy of the rhLAMAN, a biotechnologically derived recombinant human enzyme that 
is equivalent to a missing enzyme and introduced into the patients’ bloodstream. The lysosomal 
storage disorder (LSD) alpha-Mannosidosis is a rare genetic disease caused by an enzyme defect 

                                                 
18  http://ec.europa.eu/research/participants/data/ref/h2020/wp/2016_2017/main/h2020-wp1617-health_en.pdf  
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due to mutations in the gene for lysosomal alpha-Mannosidase (LAMAN) affecting lysosomal and 
cellular glycoprotein catabolism, with severe consequences for the organism. 

The DevelopAKUre consortium has been studying the efficacy and safety of the repurposed 
orphan designated drug Nitisinone, in order to obtain marketing authorisation for the treatment of 
patients with Alkaptonuria (AKU), a rare and debilitating Mendelian disease (also known as 
Black Bone Disease) involving early joint and bone damage and caused by deficiency in the 
homogentisate 1.2-dioxygenase (HGD) enzyme, leading to the accumulation of homogentisic acid 
(HGA). 

3.4. Pricing and reimbursement 

Under Article 168(7) of the Treaty, Member States are responsible for the formulation of health 
policy and the organisation and delivery of health services. This includes regulating the prices of 
medicines and their inclusion in health insurance systems. In line with the principle that Member 
States decide on the pricing, reimbursement and final placement of medicines on the market, the 
Commission has sought to promote and improve exchanges between them on best practices, 
knowledge and information concerning the pricing/reimbursement of orphan medicines. 

In particular, it has supported voluntary cooperation between Member States and other relevant 
stakeholders (industry, patients, health professionals, insurers, etc.) in a project group on a 
mechanism for coordinated access to OMPs,19 aimed at exchanging best practices on innovative 
OMP pricing and reimbursement policies. One outcome has been a ‘transparent value framework’ 
to facilitate decision-making at Member State level. 

4. MEMBER STATES’ MEASURES 

The Commission has launched a survey to collect information on national measures to support 
research into, and the development and availability of, OMPs. Information has been collected 
through the Pharmaceutical Committee, the Commission’s expert group on medicinal products. 
This information was based on Member States information validated by the relevant national 
competent authorities in December 2015. The Commission cannot vouch for its accuracy or 
completeness. 

As regards measures to support R&D, some Member States have introduced reduced fees for 
registration and academic clinical trials, tax reductions or waivers, public funding for research and 
free scientific advice. 

As regards measures to support the availability of OMPs to patients, many Member States have 
confirmed that they are implementing ‘compassionate-use’ programmes to bring unauthorised 
medicinal products to market. Such programmes are used for individual patients (‘patient 
programmes’) on the basis of a doctor’s statement or the company can make products available to 
a group of patients. The cost of the product may or may not be reimbursed, depending on the 
Member State. 

The impact of reimbursement on the availability of orphan medicinal products may be a matter of 
concern in the EU. The budgetary impact of OMPs is expected to rise due to the newly authorised 

                                                 
19 

http://ec.europa.eu/DocsRoom/documents?locale=en&tags=Mechanism%20of%20coordinated%20access%20to
%20orphan%20 medicinal%20products. 
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products in the coming years. In this context, it is important to highlight that some Member States 
have adopted specific measures for the reimbursement of OMPs. 

Most Member States reported other measures that they have taken under national plans on rare 
diseases that cover not only OMPs, but also the prevention (e.g. pre-natal diagnosis) and detection 
of rare diseases, the exchange of information and cooperation with patients’ organisations. In this 
context, most confirmed progress for the implementation of the Orphanet database and of centres 
of expertise for rare diseases and had registers of patients with particular diseases. This 
information is currently reflected in the 2014 report on the state of the art of rare disease activities 
in Europe20 and is therefore not presented in this report. 

Examples of national measures to support R&D and the availability of OMPs 
In Greece, orphan drugs covered by a compassionate-use programme for individual patients are 
reimbursed in full. 

In the Netherlands, the registration fee can be waived if the medicinal product is already 
registered in one or more other Member State and the prevalence of the condition is less than 
1:150 000. High-tech start-ups qualify for tax reductions for R&D. 
In France, OMP developers are exempt from certain taxes to be paid by pharmaceutical 
companies. In 2014, 10 of the 15 authorised OMPs were already available for patients thanks to 
the compassionate-use programme. France’s pricing committee may agree to a high price for a 
medicinal product, but the company must agree to restrict its annual sales to a certain limit and 
supply all patients who are eligible for the treatment. 

Belgium and the Netherlands have launched a pilot project on the joint procurement of OMPs. 

In Germany, all OMPs are reimbursed directly after market authorisation. 

Spain and Sweden have specific scientific advice procedures for potential OMPs, to provide 
scientific and regulatory support. 

4.1. Austria 

This Member State has not provided information. 

4.2. Belgium 

On 20 April 2015, in the margins of the European Council of Health Ministers in Riga, Belgium 
signed a bilateral agreement with the Netherlands on jointly assessing the potential added value of 
orphan drugs and negotiating with pharmaceutical companies the prices to be charged. This 
agreement, which was recently extended to Luxembourg, is a response to the current debate on 
cost-effectiveness and joint action. 

Belgium also waives regulatory fees for OMPs and has an early-access procedure (authorisation 
phase and reimbursement) in cases of unmet medical need. 

                                                 
20  http://ec.europa.eu/health/rare_diseases/docs/2014report_rare_disease_activitieseu_5_en.pdf. 
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4.3. Bulgaria 

In Bulgaria, unauthorised medicinal products can be administered by a committee of three doctors 
from the relevant medical establishment for hospital care, at least one of whom has to have a 
recognised specialisation in the disease. 

Public funding for orphan drugs comes from: 

 the Health Ministry budget for the treatment of Bulgarian citizens for diseases outside the 
scope of mandatory health insurance; and 

 the national health insurance fund. 

A fund set up in 2004 provides organisational and financial support for the treatment of children 
up to the age of 18 who need diagnostic and therapeutic procedures that cannot be conducted in 
Bulgaria. 

4.4. Croatia 

Very expensive medicines, including OMPs, are financed from a dedicated fund. 

4.5. Cyprus 

Cyprus has introduced no independent measures to promote the development or stimulate the 
availability of OMPs. Nevertheless, public funding is available through the Cyprus Research 
Promotion Foundation (RPF) for basic research, pre-clinical trials, clinical trials, supply of 
materials, equipment and identifying collaboration and networking, etc. Moreover, Cyprus 
provides a named patient supply of medicinal products for pre-authorisation access. 

4.6. Czech Republic 

The pricing and reimbursement of OMPs is governed by the Act on Public Health Insurance. The 
average period from marketing authorisation to availability on the Czech market is two years. 
Accessibility is also supported by the waiving of regulatory fees, e.g. administrative fees are not 
charged for authorisations for the parallel import of an OMP. The administrative fee for applying 
to set the price and reimbursement level is waived and fees for scientific consultations can also be 
waived. 

4.7. Denmark 

Denmark provides pre-authorisation access to OMPs through compassionate use (‘patient 
supply’). 

Patients with life-threatening diseases with no well-documented treatment option can be offered 
free experimental (named patient) treatment in highly specialised hospitals under certain 
circumstances. 

All medicinal products with orphan designation are reserved for hospitals. Access to hospital and 
GP healthcare is free of charge for Danish citizens. The managed introduction of medicines to 
hospitals is quite simple and therefore quick. 

The 2014 National Strategy for Denmark on Rare Diseases contains 97 recommendations, 
including on how to ensure access to necessary OMPs in Denmark. The strategy was developed in 
cooperation with patients’ organisations, healthcare professionals and other relevant parties. It 
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will be fully implemented by 2018 and the parties involved in its development will be consulted 
regularly in the years to come on progress made and obstacles encountered. 

Denmark offers a full waiver of the annual fee for medicinal products with a small market share 
and a partial waiver for products with a limited market share. 

4.8. Estonia 

Applications for the reimbursement of OMPs can be submitted with appendices in English (not 
translated into Estonian, like applications for regular medicines). Also, the state can make an 
exception to the rule that the pharmaco-economical evaluation has to be tailored to conditions in 
Estonia. 

4.9. Finland 

This Member State has not provided information. 

4.10. France 

Under France’s policy of incentives for the development of orphan drugs: 

 OMP developers are exempt from the following taxes applying to pharmaceutical 
companies: 

i. tax on the turnover of medicinal products, if under €20 million; 

ii. tax on the promotion of medicinal products on the basis of promotion costs, if 
turnover under €30 million; 

iii. taxes paid on sales (no turnover threshold); 

iv. safeguard clause for medicinal products for which turnover is under €30 million; 

v. tax on direct sales for medicinal products for which turnover is under €30 million; 
and 

vi. tax on the distribution of medicinal products for which turnover is under €30 million. 

Scientific advice given at national level by the National Agency for the Safety of Medicine 
Products (ANSM) is free, regardless of whether the product is orphan; 

 patients can be treated with medicinal products (orphan or not) before marketing 
authorisation is granted via compassionate-use programmes (‘temporary authorisations for 
use’ or ATUs). In 2014, 10 of the 15 authorised OMPs became available to patients early, 
thanks to ATUs; and 

 the framework agreement between CEPS (the French pricing committee) and industrial 
representatives sets out some specific pricing procedures for OMPs: CEPS may agree to an 
OMP costing over €50 000 per patient per year where the price is similarly high abroad. In 
return, the company must agree: 

 to restrict its annual sales to a certain limit; and 

 to provide the drug to all patients who are eligible for treatment. 

4.11. Germany 

Germany has put in place a number of measures, such as fee reductions for activities involving 
medicinal products targeting rare diseases or under its national research programme. The 
ordinance on the compassionate use of medicinal products provides that no marketing 

www.parlament.gv.at



 

12 

authorisation is required for products that are made available free of charge to patients with a 
seriously debilitating or life-threatening disease that cannot be treated satisfactorily with an 
authorised product. 

Once authorised at European level, all OMPs are fully reimbursed by the statutory health 
insurance (GKV). Under the act on new regulations for the drug market (AMNOG), since 
1 January 2011 all drugs with patented substances have been subject to cost/benefit analysis 
followed by price negotiation. However, while this procedure (limited to the 12 months following 
marketing authorisation) is ongoing, the product is still reimbursed at the price set by the 
manufacturer. OMPs with an annual turnover below €50 million are exempt from the cost/benefit 
analysis, as the benefit is taken for granted. 

4.12. Greece 

Greece’s national measures for orphan drugs mainly consist of: 

 a compassionate-use programme; 

 special pricing conditions; 

 special reimbursement conditions in the post-authorisation phase; 

 no co-payment in the majority of cases; and 

 the development of a national rare diseases plan. 

The price list is fully revised twice a year, with the prices of medicines reduced to reflect those in 
the three EU countries with the lowest prices. Prices for new products, including orphan 
medicines, are set every four months approximately, depending on the number of applications 
received. 

OMPs are priced on the basis of prices in at least two other Member States — unlike other 
medicinal products, for which prices from at least three other Member States are required. 

4.13. Hungary 

The National Institute of Pharmacy and Nutrition is considering the introduction of a reduction or 
a waiver of the fee paid by applicants for scientific advice. 

Some programmes to simplify the access of patients with orphan diseases to unauthorised 
medicinal products, e.g. through named patient supply or an expanded access phase for medicines 
in clinical trials, are still under development. The compassionate-use programme will be regulated 
by national directives in the near future. 

The competent authority maintains a service providing public and healthcare professionals with 
information on the availability of medicinal products for rare diseases in Hungary. 

4.14. Ireland 

Since 2010, €6.9 million has been invested in Ireland in research on a number of rare conditions 
and diseases (e.g. retinal degeneration, Battens Disease and Epidermolysis Bullosa). In November 
2014, the Minister for Health announced €850 000 state investment for research on rare disease, 
with matching funding from five charities. 

The Health Products Regulatory Authority advises and supports pharmaceutical companies as 
appropriate and operates a system of fee reductions or waivers for clinical trial applications. 
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Access to unauthorised medicines is provided in accordance with the specifications of a 
practitioner for individual patients or through participation in an approved clinical trial. 

There are no specific policies for reimbursement. The National Centre for Pharmo-Economics 
(NCPE) facilitates healthcare decisions on the reimbursement of medicines. It assessed nine 
orphan medicines in 2014 (an increase from one in 2012 and five in 2013), almost all of which 
were approved for reimbursement. 

4.15. Italy 

The Health Ministry’s most recent call for proposals for projects for rare diseases had funding of 
€8 million from the specific budget line dedicated to rare-disease research. Fees for national 
scientific advice procedures relating to OMPs are subject to a 50 % reduction.   

Access to treatment for patients suffering from a rare disease is guaranteed through various 
legislative instruments, in particular the compassionate-use programme. 

Italy has a dedicated fund for unauthorised orphan drugs awaiting approval; this is funded by 
marketing authorisation holders on the basis of overall expenditure for meetings and a conference 
(representing 5 % of that expenditure). In 2013, the fund amounted to around €17 million. 

Orphan medicines are made available, though not reimbursed, within 60 days of the publication of 
the relevant Commission decision in the EU Official Journal. For OMPs, applications for pricing 
and reimbursement can also be submitted from the day of the EMA opinion (rather than the 
Commission decision, as is usually the case) and the procedure on pricing and reimbursement 
must take no more than 100 days. 

In addition, the Legge di Stabilità 2014 introduced an economic protection mechanism for the 
holders of marketing authorisations for OMPs on a list approved by the Italian Medicines Agency 
(AIFA) in February 2014. Where the national pharmaceutical expenditure ceiling is exceeded, 
those authorisation holders are excluded from the payback, which is instead distributed among 
holders of marketing authorisations in proportion to their respective pharmaceutical sales 
volumes. 

4.16. Latvia 

Latvia has put in place measures for the distribution of unauthorised medicines through a 
compassionate-use programme and some orphan medicines (notably for children) are reimbursed. 

4.17. Lithuania 

This Member State has not provided information. 

4.18. Luxembourg 

This Member State has not provided information. 

4.19. Malta 

Malta applies 70 % fee reductions for academic trials (which would include OMPs). 
Compassionate-use programmes and named patient supply are available. 
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Under a bilateral agreement with the UK, Malta has for some years been operating a ‘treatment 
abroad’ scheme for patients requiring tertiary-level healthcare, including treatment for rare 
conditions or complications. 

In addition, the Maltese disease-based free medication scheme (Schedule V of the Social Security 
Act) has been revised to include families of diseases, so that sufferers of certain rare diseases can 
access treatment without waiting for the specific disease to be included in the Act.   

4.20. The Netherlands 

The Netherlands has for many years had a wide range of national measures in place as regards 
orphan diseases; these include: 

 waiving the registration fee if the product is already registered in one or more other 
Member States and the prevalence of the indicated disease in the Netherlands is less than 
1:150 000; 

 possible tax reductions for R&D by high-tech start-ups; 

 an innovative research incentives scheme based on a bottom-up approach and several 
subsidy schemes; and 

 permission to market medicinal products that have not (yet) been granted marketing 
authorisation (compassionate-use programme): 

 on the basis of a doctor’s statement; or 

 if the case involves a severe condition for which no alternative product is available 
on the market and the as-yet unauthorised product could be granted marketing 
authorisation in the future. 

4.21. Poland 

Poland has no national measures to support research into, or the development and availability of, 
OMPs or medicinal products that may be designated as such. Reimbursement decisions are taken 
by the Minister for Health according to the criteria in the Reimbursement Act. There is no 
separate budget for orphan drugs. 

4.22. Portugal 

A special-use authorisation procedure provides access to certain OMPs. If an OMP is not 
marketed in Portugal, the treating hospital can request special authorisation from the Portuguese 
Medicines Agency (Infarmed); if the use is approved, the OMP is supplied directly by the 
manufacturer and no co-payment is required of the patient. 

Most orphan drugs in Portugal are dispensed at hospitals without any co-payment. 

Since 2013, the National Institute of Public Health (INSA) in the Ministry of Health has had 
centres of expertise for lysosomal disorders (reference centres that might be part of future 
European reference networks) and a coordinating committee responsible for monitoring access to 
dedicated OMPs. 

A specific card for the identification of people with rare diseases (cartão para a pessoa com 
doença rara) has streamlined access to clinical and OMP information for medical doctors and also 
in emergency situations. 
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4.23. Slovakia 

Medicinal products to treat diseases with prevalence of less than 1:100 000 can be reimbursed 
from the public health insurance system. The costs can exceed the limit for other medicinal 
products. The product will be reimbursed for two years and then the reimbursement rate will be 
re-evaluated. 

4.24. Slovenia 

Slovenia’s OMP measures include 50 % fee reductions for clinical trial applications, scientific 
advice, a compassionate-use programme and pricing provisions for low-volume medicines based 
on recognised medical needs. 

4.25. Spain 

Spain’s national incentives for OMPs are: 

1. measures to support R&D on OMPs: 

 Carlos III Institute of Health — Strategic Action in Healthcare for 2014 (financing for 
rare diseases): 

 health research projects (€4 322 422); 

 independent clinical research projects (€3 million); 

 platform of clinical trials formed by 30 research groups (€4 million); and 

 biomedical research network centre for rare diseases (€4 761 860); 

 a specific scientific advice procedure for potential OMPs operated by the Agency of 
Medicines and Medical Devices (AEMPS). The main objective of the advice is the 
early detection of developments that may require scientific/regulatory support from 
the AEMPS. Companies are also informed about regulatory tools and initiatives under 
the EU regulatory framework for OMP authorisation; 

2.  measures to support the availability of OMPs to patients: 

 AEMPS has developed a webportal to: 

 facilitate the application and management of these specific authorisations by 
providing common access; 

 reduce the administrative burden on stakeholders (companies, patients and 
healthcare professionals); and 

 increase transparency (the portal is a one-stop shop for information on the status 
of these specific authorisations in Spain). 

4.26. Sweden 

The Medical Products Agency provides incentives for academics, including fee waivers for 
clinical trial applications and free scientific advice for potential or designated OMPs. Patients can 
access treatment with OMPs by means of named-patient prescriptions or compassionate-use 
programmes.   

4.27. Romania 

An order of the Minister for Health on approval of the terms for the granting of authorisations for 
compassionate use and an order on addressing special needs (for a named patient or a group of 
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patients) provided for several means of access to OMPs. ‘Special needs’ medicines are products 
that have no marketing authorisation in Romania or are temporarily in short supply. Generally, the 
costs are not reimbursed. 

As regards reimbursement, the list of international non-proprietary names (INNs) of prescription 
medicines provided to healthcare insurees and INNs provided in national healthcare programmes 
was updated in 2014 for the first time (after six years); 17 new molecules were introduced for the 
national programme for the diagnosis and treatment of rare diseases and serious sepsis. 

A March 2015 amendment of the Minister for Health’s order on the approval of inclusion criteria 
facilitates the (conditional/unconditional) inclusion of orphan medicines in the list. 

4.28. United Kingdom 

The United Kingdom has no specific measures for orphan medicinal products, although they can 
benefit from free scientific advice or the new Early Access to Medicines Scheme (EAMS), which 
aims to give patients with life-threatening or seriously debilitating conditions access to medicines 
that do not yet have a marketing authorisation when there is a clear unmet medical need. Under 
the scheme, the Medicines and Healthcare Products Regulatory Agency (MHRA) will give a 
scientific opinion on the benefit/risk balance of the medicine, on the basis of data available when 
the EAMS submission was made. The scientific opinion will be provided after a two-step 
evaluation process involving: 

 ‘promising innovative medicine’ (PIM) designation; and 

 an ‘early access to medicines’ scientific opinion. 
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ANNEX 

TABLE 1:  NUMBER OF APPLICATIONS SUBMITTED, APPLICATIONS WITHDRAWN, FINAL 
POSITIVE/NEGATIVE OPINIONS (2000-2015) 

Year Applications 
submitted 

Positive COMP 
opinions 

Applications 
withdrawn 

Final negative 
COMP opinions 

Designations 
granted by 

Commission 

2000 72 26 3 0 14 

2001 83 62 26 1 64 

2002 80 43 32 2 49 

2003 87 54 37 1 55 

2004 108 75 22 4 73 

2005 118 88 30 0 88 

2006 104 81 20 2 80 

2007 125 97 19 1 98 

2008 119 86 31 1 73 

2009 164 113 23 0 106 

2010 174 123 51 2 128 

2011 166 111 45 2 107 

2012 197 139 52 1 148 

2013 201 136 60 1 136 

2014 329 196 62 2 187 

201521 175 136 62 1 138 

Totals 2 302 1 566 575 21 1 544 
 

                                                 
21  Data for the period from 1 January to 25 September 2015. 
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TABLE 2: NUMBER OF POSITIVE ORPHAN DESIGNATION DECISIONS BY THE COMMISSION, 
NEGATIVE OPINIONS AND WITHDRAWALS AFTER SUBMISSION (2000 TO 5.9.2015) 

 

TABLE 3: DISTRIBUTION OF ORPHAN DESIGNATIONS PER THERAPEUTIC AREA 
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TABLE 4: FEE REDUCTIONS PROCESSED, 2000-2015 (INCLUDING PROTOCOL ASSISTANCE, ALL 

PRE- AND POST-AUTHORISATION ACTIVITIES) 

Year EUR Year EUR 

2000 699 500 2008 4 767 500 

2001 1 297 500 2009 6 347 200 

2002 2 407 500 2010 6 742 800 

2003 2 814 100 2011 4 719 605 

2004 3 988 700 2012 7 490 720 

2005 6 842 900 2013 6 677 360 

2006 6 716 450 2014 9 432 260 

2007 4 892 000 2015 13 228 960 

  Total 78 359 905 

 

TABLE 5: NUMBER OF MARKETING AUTHORISATIONS 
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TABLE 7: FRAMEWORK PROGRAMME 7 – PROJECTS SUPPORTING RESEARCH INTO RARE 
DISEASES AND ORPHAN MEDICINAL PRODUCTS** 

** For more information, see:   
http://ec.europa.eu/research/health/pdf/rare-diseases-how-europe-meeting-challenges_en.pdf 

Call identifier Project acronym Full Project Title Project No 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

eurIPFnet European IPF Network: Natural course, Pathomechanisms 
and Novel Treatment Options in Idiopathic Pulmonary 
Fibrosis 

202224 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EUCILIA Pathophysiology of rare diseases due to ciliary 
dysfunction: nephronophthisis, Oral-facial-digital type 1 
and Bardet-Biedl syndromes 

201804 

HEALTH-2007-2.4.5-9   
Visual impairment and 
degeneration 

EuroVisionNet Visual Impairment and Degeneration: 
A Road-map for Vision Research within Europe 

200641 

HEALTH-2007-2.2.1-6   
Neuron-glia interactions in health 
and disease 

CRUMBS IN SIGHT Restoring Mueller glia cell photoreceptor interactions 
with Crumbs  

200234 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

Euradrenal Pathophysiology and natural course of autoimmune 
adrenal failure in Europe 

201167 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EUROTRAPS Natural course, pathophysiology, models for early 
diagnosis, prevention and innovative treatment of TNF 
Receptor Associated Periodic Syndrome TRAPS with 
application for all hereditary recurrent fevers 

200923 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EUNEFRON European Network for the Study of Orphan 
Nephropathies 

201590 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EuroDSD Investigation of the molecular pathogenesis and 
pathophysiology of Disorders of Sex Development (DSD) 

201444 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EURO-PADnet The Pathophysiology and Natural Course of Patients with 
Primary Antibody Deficiencies (PAD) 

201549 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

Pemphigus Pemphigus — From autoimmunity to disease 200515 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

EUCLYD A European Consortium for Lysosomal Disorders 201678 

HEALTH-2007-4.1-4  
Identifying patients’ needs in the 
clinical trials context 

PatientPartner Identifying the Needs for Patients Partnering in Clinical 
Research 

201720 

HEALTH-2007-2.4.4-2   
Research capacity-building in the 
field of rare diseases 

RareDiseasePlatform A European Platform of Integrated Information Services 
for Researchers in the Field of Rare Diseases and Orphan 
Drugs Supporting Team and Project Building. 

201230 

HEALTH-2007-2.4.4-1   
Natural course and 
pathophysiology of rare diseases 

CureHLH European initiative to improve knowledge, treatment and 
survival of haemophagocytic syndromes in children 

201461 
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HEALTH-2007-1.2-6  
High throughput molecular 
diagnostics in individual patients 
for genetic diseases with 
heterogeneous clinical 
presentation 

NMD-Chip Development of targeted DNA-Chips for High 
Throughput Diagnosis of NeuroMuscular Disorders 

223026 

HEALTH-2007-4.2-1  
Adapting of-patent medicines to 
the specific needs of paediatric 
populations 

LOULLA&PHILLA Development of 6-mercaptopurine and Methotrexate oral 
liquid formulations for the maintenance treatment of 
Acute Lymphoblastic Leukemia in children 

223401 

HEALTH-2007-1.4-5  
Gene therapy tools targeting the 
central nervous system 

AAVEYE GENE THERAPY FOR INHERITED SEVERE 
PHOTORECEPTOR DISEASES 

223445 

HEALTH-2007-1.4-6  
Stem cell lines for cell-based 
therapies 

NEuroStemCell European Consortium for Stem Cell Therapy for 
Neurodegenerative Diseases 

222943 

HEALTH-2007-1.2-6  
High throughput molecular 
diagnostics in individual patients 
for genetic diseases with 
heterogeneous clinical 
presentation 

EURO-GENE-SCAN European Genetic Disease Diagnostics 223293 

HEALTH-2007-1.4-4  
Development of emerging gene 
therapy tools and technologies for 
clinical application 

PERSIST Persisting Transgenesis 222878 

HEALTH-2007-1.4-6  
Stem cell lines for cell-based 
therapies 

OptiStem Optimisation of stem cell therapy for clinical trials of 
degenerative skin and muscle diseases 

223098 

HEALTH-2007-2.2.1-7   
Restorative approaches for therapy 
of neurodegenerative diseases 

Mitotarget Mitochondrial dysfunction in neurodegenerative diseases: 
towards new therapeutics 

223388 

HEALTH-2007-1.2-6  
High throughput molecular 
diagnostics in individual patients 
for genetic diseases with 
heterogeneous clinical 
presentation 

TECHGENE High throughput molecular diagnostics in individual 
patients for genetic diseases with heterogeneous clinical 
presentation 

223143 

HEALTH-2007-4.2-1  
Adapting off-patent medicines to 
the specific needs of paediatric 
populations  

NEUROSIS Efficacy and safety of inhaled budesonide in very preterm 
infants at risk for bronchopulmonary dysplasia 

223060 

HEALTH-2007-3.4-1  
Disease networks of centres of 
reference  
HEALTH-2007-3.4-3  
Patient mobility and access to 
information 

ENCE-CF-LAM-LTX European Networks of Centres of Expertise for CF 
(Cystic Fibrosis), LAM (Lymphangioleiomyomatosis), 
and LTX (Lung Transplantation) 

223355 

HEALTH-2007-2.1.2-5   
Multidisciplinary fundamental 
genomics and molecular biology 
approaches to study basic 
biological processes relevant to 
health and diseases 

NeuroXsys Genomic Regulatory Systems of Human X-linked 
neurological diseases 

223262 

HEALTH-2009-2.4.4-1 Rare 
neurological diseases 

BIO-NMD Identifying and validating pre-clinical biomarkers for 
diagnostics and therapeutics of Neuromuscular Disorders 

241665 
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HEALTH-2009-2.4.4-1   
Rare neurological diseases 

FIGHT-MG Myasthenias, a group of immune mediated neurological 
diseases: from etiology to therapy. 

242210 

HEALTH-2009-2.4.2-3   
Translation of basic knowledge on 
inherited cardiomyopathies into 
clinical practice 

INHERITANCE INtegrated HEart Research In TrANslational genetics of 
dilated Cardiomyopathies in Europe 

241924 

HEALTH-2009-1.4-3  
Activation of endogenous cells as 
an approach to regenerative 
medicine 

ENDOSTEM Activation of vasculature associated stem cells and 
muscle stem cells for the repair and maintenance of 
muscle tissue 

241440 

HEALTH-2009-2.4.4-1   
Rare neurological diseases 

TREATRUSH Fighting blindness of Usher syndrome: diagnosis, 
pathogenesis and retinal treatment (TreatRetUsher) 

242013 

HEALTH-2009-2.4.4-2   
Preclinical development of 
substances with a clear potential as 
orphan drugs 

RDCVF Rod-derived Cone Viability Factor 241683 

HEALTH-2009-2.4.4-1   
Rare neurological diseases 

LeukoTreat Therapeutic challenge in Leukodystrophies: Translational 
and ethical research towards clinical trials 

241622 

HEALTH-2009-2.4.4-1   
Rare neurological diseases 

MEFOPA European Project on Mendelian Forms of Parkinson’s 
Disease 

241791 

HEALTH-2009-2.4.4-2   
Preclinical development of 
substances with a clear potential as 
orphan drugs 

PRATH Preclinical study of Recombinant human Anti-C5 for the 
Treatment of atypical HUS 

242273 

HEALTH-2009-2.4.4-1   
Rare neurological diseases 

EFACTS European Friedreich’s Ataxia Consortium for 
Translational Studies 

242193 

HEALTH-2009-3.2-4  
Impact of cross-border 
collaboration on health services 

EUCBCC EUropean Cross Border Care Collaborations 242058 

HEALTH-2009-2.4.4-1   
Rare neurological diseases 

NIMBL Nuclease Immune Mediated Brain and Lupus-like 
conditions (NIMBL): natural history, pathophysiology, 
diagnostic and therapeutic modalities with application to 
other disorders of autoimmunity 

241779 

HEALTH-2009-2.1.2-1   
Systems biology approaches for 
basic biological processes relevant 
to health and disease 

SYSCILIA A systems biology approach to dissect cilia function and 
its disruption in human genetic disease 

241955 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs. FP7-HEALTH-
2010-single-stage 

PADDINGTON Pharmacodynamic Approaches to Demonstration of 
Disease-Modification in Huntington’s Disease by 
SEN0014196 

261358 

HEALTH.2010.4.2-6   
Impact of EU legislation on health 
research   
FP7-HEALTH-2010-single-stage 

Academic GMP The impact of Regulation (EC) No 1394/2007 on the 
development of Advanced Therapy Medicinal Products 
(ATMPs): an academic perspective 

260773 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs   
FP7-HEALTH-2010-single-stage 

ALPHA-MAN Clinical development of Enzyme Replacement Therapy in 
alpha-Mannosidosis patients using recombinant human 
enzyme. 

261331 

HEALTH.2010.2.4.4-2   
ERA-Net on rare diseases  
FP7-ERANET-2010-RTD 

E-Rare-2 ERA-Net on Rare Diseases 266608 
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HEALTH.2010.1.4-1   
Translational research on cell-
based immunotherapy   
FP7-HEALTH-2010-single-stage 

CELL-PID Advanced Cell-based Therapies for the treatment of 
Primary ImmunoDeficiency 

261387 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs  
FP7-HEALTH-2010-single-stage 

MABSOT Development of OPN-305 as an orphan drug for the 
treatment of Delayed Graft Function post solid organ 
transplantation 

261468 

HEALTH.2010.2.4.1-3   
Structuring clinical research in 
paediatric and adolescent oncology 
in Europe  
FP7-HEALTH-2010-single-stage 

ENCCA EUROPEAN NETWORK for CANCER research in 
CHILDREN and ADOLESCENTS 

261474 

HEALTH.2010.2.4.1-5   
Structuring clinical research on 
rare cancers in adults  
FP7-HEALTH-2010-two-stage 

ENS@T-CANCER European Network for the Study of Adrenal Tumours — 
Structuring clinical research on adrenal cancers in adults 

259735 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs  
FP7-HEALTH-2010-single-stage 

IMPACTT Immunoglobulin IgY pseudomonas A clinical trial for 
cystic fibrosis treatment 

261095 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs  
FP7-HEALTH-2010-single-stage 

AIPgene Augmenting PBGD expression in the liver as a Novel 
Gene therapy for Acute Intermittent Porphyria 

261506 

HEALTH.2010.1.2-3  
Harmonisation, validation and 
standardisation in genetic testing  
FP7-HEALTH-2010-single-stage 

EuroGentest2 Genetic testing in Europe — Network for the further 
development, harmonisation, validation and 
standardisation of services 

261469 

HEALTH.2010.4.2-2   
International Paediatric initiative  
FP7-HEALTH-2010-single-stage 

GRIP Global Research in Paediatrics 261060 

HEALTH.2010.2.1.2-1   
Tackling Human Diseases through 
Systems Biology Approaches  
FP7-HEALTH-2010-two-stage 

Euro-MOTOR European multidisciplinary ALS network identification to 
cure motor neuron degeneration 

259867 

HEALTH.2010.2.4.4-1   
Clinical development of 
substances with a clear potential as 
orphan drugs  
FP7-HEALTH-2010-single-stage 

GENEGRAFT Phase I/II ex vivo gene therapy clinical trial for recessive 
dystrophic epidermolysis bullosa using skin equivalent 
grafts genetically corrected with a COL7A1-encoding SIN 
retroviral vector (Orphan drug designation (EU/3/09/630)) 

261392 

HEALTH.2010.4.2-3   
Adverse Drug Reaction Research  
FP7-HEALTH-2010-single-stage 

EUROmediCAT EUROmediCAT: Safety of Medication use in Pregnancy 
in Relation to Risk of Congenital Malformations 

260598 

HEALTH.2011.2.4.1-1  
Investigator-driven treatment trials 
for rare cancers 

IntReALL International study for treatment of childhood relapsed 
ALL 2010 with standard therapy, systematic integration 
of new agents, and establishment of standardised 
diagnostic and research 

278514 

HEALTH-2011.2.2.1-4   
Creating clinical and molecular 
tools for experimental therapy of 
paediatric neurodegenerative 
disorders causing childhood 
dementia in Europe and India 

DEM-CHILD A Treatment-Oriented Research Project of NCL Disorders 
as a Major Cause of Dementia in Childhood 

281234 
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HEALTH.2011.2.1.1-4   
Population genetics studies on 
cardio-metabolic disorders in 
EU/AC and EECA populations 

InterPregGen Genetic studies of pre-eclampsia in Central Asian and 
European populations 

282540 

HEALTH-2011.2.2.1-1  
Investigator-driven clinical trials 
for childhood-onset 
neurodegenerative diseases 

TIRCON Treat Iron-Related Childhood-Onset Neurodegeneration 277984 

HEALTH.2011.2.4.1-1   
Investigator-driven treatment trials 
for rare cancers 

EUROSARC European Clinical trials in Rare Sarcomas within an 
integrated translational trial network 

278742 

HEALTH.2011.1.4-2   
Tools, technologies and devices 
for application in regenerative 
medicine 

InnovaLiv Innovative strategies to generate human hepatocytes for 
treatment of metabolic liver diseases: Tools for 
personalised cell therapy 

278152 

HEALTH-2011.4.2-1   
Investigator-driven clinical trials 
on off-patent medicines for 
children 

TAIN Treatment of Adrenal Insufficiency in neonates- 
Development of a Hydrocortisone Preparation for the 
treatment of Adrenal Insufficiency in neonatesand infants. 

281654 

HEALTH.2011.2.4.1-1  
Investigator-driven treatment trials 
for rare cancers 

IMMOMEC IMmune MOdulating strategies for treatment of MErkel 
cell Carcinoma 

277775 

HEALTH.2011.2.4.1-2  
Translational research on cancers 
with poor prognosis 

OCTIPS Ovarian Cancer Therapy — Innovative Models Prolong 
Survival 

279113 

HEALTH.2011.2.4.1-2  
Translational research on cancers 
with poor prognosis 

OPTATIO OPtimising TArgets and Therapeutics In high risk and 
refractOry Multiple Myeloma 

278570 

HEALTH.2011.2.4.1-2  
 Translational research on cancers 
with poor prognosis 

OVER-MyR Overcoming clinical relapse in multiple myeloma by 
understanding and targeting the molecular causes of drug 
resistance 

278706 

HEALTH.2012.2.4.4-2  
Observational trials in rare 
diseases 

chILD-EU Orphans Unite: chILD better together – European 
Management Platform for Childhood Interstitial Lung 
Diseases 

305653 

HEALTH.2011.1.4-1  
Regenerative medicine clinical 
trials 

ESPOIR European clinical study for the application of regenerative 
heart valves 

278453 

HEALTH-2011.2.2.1-2  
Understanding the role of 
neuroinflammation in 
neurodegenerative diseases 

NEURINOX NOX enzymes as mediators of inflammation-triggered 
neurodegeneration: modulating NOX enzymes as novel 
therapies 

278611 

HEALTH.2011.1.4-2   
Tools, technologies and devices 
for application in regenerative 
medicine 

TissueGEN THE PRODUCTION OF A 3D HUMAN TISSUE 
DISEASE PLATFORM TO ENABLE REGENERATIVE 
MEDICINE THERAPY DEVELOPMENT 

278955 

HEALTH.2011.1.4-3  
Development and production of 
new, high-affinity protein 
scaffolds for therapeutic use 

DARTRIX DARPin Targeted Magnetic Hyperthermic Therapy for 
Glioblastoma 

278580 

HEALTH.2012.1.4-2  
Medical technology for 
transplantation and bioartificial 
organs 

BALANCE Development of a bioartificial liver therapy in acute liver 
failure 

304914 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 

FIGHT-HLH First Targeted Therapy to FIGHT Hemophagocytic 
Lymphohistiocytosis (HLH): A novel approach to HLH 

306124 
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clear potential as orphan drugs 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

PROFNAIT Development of a prophylactic treatment for the 
prevention of fetal/neonatal alloimmune 
thrombocytopenia (FNAIT) 

305986 

HEALTH.2012.2.4.5-1  
Technological approaches to 
combating sensory impairments  
Medical technology for 
transplantation and bioartificial 
organs 

DRUGSFORD Preclinical development of drugs and drug delivery 
technology for the treatment of inherited photoreceptor 
degeneration 

304963 

HEALTH.2012.2.4.4-2   
Observational trials in rare 
diseases 

DSD-Life Clinical European study on the outcome of surgical and 
hormonal therapy and psychological intervention in 
disorders of sex development (DSD) 

305373 

HEALTH.2012.2.1.1-1-B  
Clinical utility of -omics for better 
diagnosis of rare diseases 

EURenOmics European Consortium for High-Throughput Research in 
Rare Kidney Diseases 

305608 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

PREVENTROP New approach to treatment of the blinding disease 
Retinopathy of Prematurity (ROP) 

305485 

HEALTH.2012.2.4.4-1  
 Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

STRONG European Consortium for the Study of a Topical 
Treatment of Neovascular Glaucoma 

305321 

HEALTH.2012.2.1.1-1-B   
Clinical utility of -omics for better 
diagnosis of rare diseases 

Neuromics Integrated European –omics research project for diagnosis 
and therapy in rare neuromuscular and neurodegenerative 
diseases 

305121 

HEALTH.2012.2.1.1-1-A   
Support for international rare 
disease research 

SUPPORT-IRDiRC Support for international rare disease research to serve the 
IRDiRC objectives 

305207 

HEALTH.2012.1.2-1  
Development of technologies with 
a view to patient group 
stratification for personalised 
medicine applications  

GAPVAC Glioma actively personalised vaccine consortium 305061 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

EUROFANCOLEN Phase I/II Gene Therapy Trial of Fanconi anemia patients 
with a new Orphan Drug consisting of a lentiviral vector 
carrying the FANCA gene: A Coordinated International 
Action 

305421 

HEALTH.2012.1.2-1  
Development of technologies with 
a view to patient group 
stratification for personalised 
medicine applications  

IMPROvED IMPROvED: IMproved Pregnancy Outcomes by Early 
Detection; 
personalised medicine for pregnant women: novel 
metabolomic and proteomic biomarkers to detect 
pre-eclampsia and improve outcome. 

305169 

HEALTH.2012.1.2-1  
Development of technologies with 
a view to patient group 
stratification for personalised 
medicine applications  

THALAMOSS THALAssaemia MOdular Stratification System for 
personalised therapy of beta-thalassemia 

306201 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

DevelopAKUre Clinical Development of Nitisinone for Alkaptonuria 304985 
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HEALTH.2012.2.4.4-2  
Observational trials in rare 
diseases 

OPTIMISTIC Observational Prolonged Trial In Myotonic dystrophy 
type 1 to Improve QoL-Standards, a Target Identification 
Collaboration 

305697 

HEALTH.2012.1.4-4  
Targeted nucleic acid delivery as 
an innovative therapeutic or 
prophylactic approach 

SKIP-NMD A phase I/IIa clinical trial in Duchenne muscular 
dystrophy using systemically delivered morpholino 
antisense oligomer to skip exon 53  

305370 

HEALTH.2012.2.1.1-1-C  
Databases, biobanks and ‘clinical 
bio-informatics’ hub for rare 
diseases 

RD-Connect RD-CONNECT: An integrated platform connecting 
registries, biobanks and clinical bioinformatics for rare 
disease research 

305444 

HEALTH.2012.2.4.4-2  
Observational trials in rare 
diseases 

BESTCILIA Better Experimental Screening and Treatment for Primary 
Ciliary Dyskinesia 

305404 

HEALTH.2012.2.4.4-2   
Observational trials in rare 
diseases 

DeSScipher To decipher the optimal management of systemic 
sclerosis 

305495 

HEALTH.2012.2.4.4-1  
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs 

Traumakine Interferon-beta treatment of acute respiratory distress 
syndrome (ARDS) 

305853 

HEALTH.2012.2.4.4-2  
Observational trials in rare 
diseases 

Net4CGD Gene Therapy for X-linked Chronic Granulomatous 
Disease (CGD) 

305011 

HEALTH.2012.2.4.4-2  
Observational trials in rare 
diseases 

MeuSIX Clinical trial of gene therapy for MPS VI — a severe 
lysosomal storage disorder 

304999 

HEALTH.2012.3.2-2  
New methodologies for health 
technology assessment 

ADVANCE_HTA Advancing and strengthening the methodological tools 
and practices relating to the application and 
implementation of Health Technology Assessment (HTA) 

305983 

HEALTH.2012.2.4.4-3   
Best practice and knowledge 
sharing in the clinical management 
of rare diseases 

RARE-Bestpractices Platform for sharing best practices for management of rare 
diseases 

305690 

HEALTH.2012.2.4.4-1   
Preclinical and/or clinical 
development of substances with a 
clear potential as orphan drugs  

ODAK Orphan Drug for Acanthamoeba Keratitis 305661 

HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

BIOIMAGE-NMD BIOIMAGE-Neuromuscular Diseases 602485 

HEALTH.2013.1.2-1  
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

TheraGlio Microbubble driven multimodal imaging and theranostics 
for gliomas 

602923 

HEALTH.2013.1.2-1  
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

MATHIAS New Molecular-Functional Imaging Technologies and 
Therapeutic Strategies for Theranostic of Invasive 
Apergillosis 

602820 

HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

MITIGATE Closed-loop Molecular Environment for Minimally 
Invasive Treatment of Patients with metastatic 
Gastrointestinal Stromal Tumours 

602306 
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HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

CoMMiTMenT Combined Molecular Microscopy for Therapy and 
Personalised Medication in Rare Anaemias Treatments 

602121 

HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

MultISyn Multimodal Imaging of rare Synucleinopathies 602646 

HEALTH.2013.4.2-3   
New methodologies for clinical 
trials for small population groups 

ASTERIX Advances in Small Trials dEsign for Regulatory 
Innovation and eXcellence 

603160 

 HEALTH.2013.4.2-3  
New methodologies for clinical 
trials for small population groups 

IDEAL Integrated DEsign and AnaLysis of small population 
group trials 

602552 

 HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases  

iPaCT Image-guided pancreatic cancer therapy 603028 

 HEALTH.2013.4.2-3  
New methodologies for clinical 
trials for small population groups  

InSPiRe Innovative methodology for small populations research 602144 

HEALTH.2013.0-1   
Innovative paediatric clinical 
trials, new therapies, rare diseases, 
biomarker, personalised medicine, 
neuromuscular diseases 

SCOPE-DMD Consortium for Products across Europe in Duchenne 
Muscular Dystrophy 

601573 

HEALTH.2013.0-1   
Boosting the translation of health 
research projects’ results into 
innovative applications for health 

ASPRE Combined Multi-marker Screening and Randomised 
Patient Treatment with Aspirin for Evidence-based Pre-
eclampsia Prevention 

601852 

HEALTH.2013.1.2-1   
Development of imaging 
technologies for therapeutic 
interventions in rare diseases 

BETACURE Personalised diagnosis and treatment of hyperinsulinemic 
hypoglycaemia caused by beta-cell pathology 

602812 

HEALTH.2013.1.3-3   
Safety and efficacy of therapeutic 
vaccines 

MYASTERIX Clinical safety, immunogenicity and efficacy of a 
therapeutic vaccine that combines peptides mimicking 
antigen receptors on autoimmune B and T cells associated 
with myasthenia gravis 

602420 

HEALTH.2013.1.3-3   
Safety and efficacy of therapeutic 
vaccines 

SYMPATH -synuclein-dependent neurodegeneration: clinical 
development of therapeutic AFFITOPE vaccines for 
Parkinson’s disease and multisystem atrophy 

602999 

HEALTH.2013.1.4-1   
Controlling differentiation and 
proliferation in human stem cells 
intended for therapeutic use 

REPAIR-HD Human pluripotent stem cell differentiation, safety and 
preparation for therapeutic transplantation in Huntington’s 
disease 

602245 

HEALTH.2013.1.4-1   
Controlling differentiation and 
proliferation in human stem cells 
intended for therapeutic use 

NEUROSTEMCELLRE
PAIR 

European stem cell consortium for neural cell 
replacement, reprogramming and functional brain repair 

602278 

HEALTH.2013.2.1.1-1   
Functional validation in animal 
and cellular models of genetic 
determinants of diseases and 
ageing processes 

SYBIL Systems biology for the functional validation of genetic 
determinants of skeletal diseases 

602300 
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HEALTH.2013.2.1.1-1  
Functional validation in animal 
and cellular models of genetic 
determinants of diseases and 
ageing processes 

CAM-PAC Integrative Analysis of Gene Functions in Cellular and 
Animal Models of Pancreatic Cancer 

602783 

HEALTH.2013.2.2.1-4   
Patho-physiology and therapy of 
epilepsy and epileptiform 
disorders 

EPISTOP Long-term, prospective study evaluating clinical and 
molecular biomarkers of epileptogenesis in a genetic 
model of epilepsy — tuberous sclerosis complex 

602391 

HEALTH.2013.2.3.1-2   
Stratified approaches to 
antibacterial and/or antifungal 
treatment 

CFMATTERS Cystic Fibrosis Microbiome-determined Antibiotic 
Therapy Trial in Exacerbations: Results Stratified. 

603038 

HEALTH.2013.2.4.1-1   
Investigator-driven treatment trials 
to combat or prevent metastases in 
patients with solid cancer 

EEC EURO EWING Consortium — International Clinical 
Trials to Improve Survival from Ewing Sarcoma 

602856 
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