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EMEA Introductory Statement  
 
 
In December 1999 the European Parliament adopted the founding Regulation on orphan medicinal 
products, allowing a EU policy on orphan products to be put in place. 
 
The European Parliament and the Council Regulation  (EC) 141/2000 of 16 December 1999 gave new 
responsibilities to the European Agency for the Evaluation of Medicinal Products (EMEA) and created 
a new Committee within the Agency, the Committee for Orphan Medicinal Products (COMP). 
 
Between December 1999 and April 2000 when this new Committee was put in place, the EMEA 
deployed intense efforts, with no specific resources, through a small-dedicated task force in order to 
allow the Committee to start working in the best possible conditions and in the earliest possible period 
of time.  This allowed a faster implementation of this policy expected for years by patients and by the 
pharmaceutical industry. Simultaneously, the Agency supported the Commission in its effort to 
prepare the implementation of the Commission Regulation (EC) 847/2000 of 27 April 2000 as well as 
the necessary guidelines for sponsors and procedural rules for the new Committee. 
 
The COMP is unique in having full members representing patients’ organisations and members 
proposed by the Agency, in addition to experts appointed by Member States. 
 
The COMP has particular responsibilities for giving opinions on designation and removal of orphan 
medicinal products from the Community Register. The COMP has also responsibilities for providing 
advise to the Commission on the establishment and development of a policy on orphan medicinal 
products for the European Union. The COMP also assists the Commission liaising internationally on 
matters related to orphan medicinal products, liaising with patients support groups and assisting the 
Commission in drawing up detailed guidelines. 
 
The first COMP started its operation on 17 April 2000 and ended its mandate on 16 April 2003, 
having its last meeting on 14 and 15 April 2003. 
 
During this mandate the Agency received close to 250 applications for designation as orphan 
medicinal products, which is far beyond the expectations expressed when the Regulation was drafted. 
From these applications, 127 have already been listed in the Community Register following an opinion 
of the COMP. Of these, 32 have applied for marketing authorisation to the Agency of which 8 have 
received a marketing authorisation following a positive opinion from the CPMP. 
 
As part of its mandate during these 3 years and in order for the Committee to fulfil its obligation 
related to policy matters as described above, the Agency has invited a number of personalities and 
representatives from various European and International organisations to the Agency and to the 
COMP meetings in order to streamline such co-operation. 
The Agency has organised several workshops where the COMP met with interested parties, namely 
with patients’ organisations, pharmaceutical industry, health care professionals and learned societies.  
 
This information and consultation process culminated with a 2-day workshop organised in December 
2002, involving representatives from all these identified interested parties, representatives from the 
CPMP, from the European Commission and from the European Parliament. This event had the 
privilege of having its inaugural speech given by                 Mrs Francoise Grossetête, Member of the 
European Parliament and rapporteur for the Regulation on orphan medicinal products. 
 
At the end of its mandate the COMP, taking into account its experience and a number of 
recommendations elaborated during this December workshop, prepared the attached Report on the 
first 3-year mandate of the Committee for Orphan Medicinal Products.  
 
This report addresses the achievements of the Committee so far and its views and recommendations as 
provided in the Regulation. This report also includes recommendations from the first COMP to the 
second COMP, whose mandate started in April 2003 for a 3-year period up to April 2006. 
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During these 3 years, the Agency has invested important resources to support the rapidly increasing 
activities of the COMP and related activities as described in this report. 
 
However, the Regulation gives responsibilities to the Agency on activities related to orphan medicinal 
products that are going beyond the designation process. The most important being the protocol 
assistance, the provision for fee reductions - which includes the management of a special fund - and 
marketing authorisation applications for centralised procedures. In this respect the protocol assistance 
procedure and the fee reduction policy are of utmost importance for supporting the development of 
these compounds towards the marketing authorisation process since a large proportion of sponsors 
developing orphan medicinal products can be classified as small and medium size companies.  
 
As defined in the Regulation, the Agency has also put in place mechanisms for the two scientific 
committees responsible for orphan medicinal products at the various stages of their research and 
development stages, to coordinate their efforts and cooperate within the limit of their respective 
responsibilities, namely designation of compounds for the COMP and advice on R&D and marketing 
authorisations for the CPMP. In this respect the Agency has proposed that two members from the 
CPMP would be members of the COMP and that two members of the COMP would be members of 
the CPMP expert group on Scientific Advice for matters related to protocol assistance. These 
recommendations and the corresponding procedures, including common meetings and consultation 
process are in place respectively since April 2000 and January 2002. In addition, the Agency has 
developed information, communication and procedures in cooperation with the Mutual Recognition 
Facilitation Group for products choosing to obtain a marketing authorisation through the mutual 
recognition procedure as foreseen in the regulations. 
 
The following table summarises the tasks the Agency and its staff were directly responsible for, and 
the level of activities deployed during these 3 years of COMP mandate. The Agency dedicated 2 full 
time positions for orphan products activities as early as the beginning of year 2000, and Agency’s 
resources increased to 9 such positions by end of 2002. 
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No 

 
EMEA’s Direct Tasks and Activities 

Numbers 
for the 
period 
covered 

1 Organisation and secretariat of meetings related to COMP activities  
• Including 34 COMP meetings 
• Including 23 workshops and ad-hoc meetings……………………………….. 
• Secretarial activities related to appointed specialised experts, including Code 

of Conduct aspects ………………………………………………..………….. 
 

 
   57 
 
 
  195 

2 Secretarial, technical and scientific tasks related to operation of designation 
process 

• Pre-submission meetings for information to sponsors and advice on 
application for designation ……………………………………….…………... 

• Validation of applications received……………………….…………………... 
• Preparation of summary reports……………………………………….……… 
• Drafting and Publication of summaries of opinion (starting 2002)…………… 
• Assessment of annual reports received …………………………………….… 
• Drafting of guidelines and procedures …………... ………………………….. 

 

 
 
   
  160 
  244 
  222 
    64 
    78 
      9 

3 Protocol Assistance  
• Pre-submission meetings for information and advice on applications………... 
• Processing of applications for Protocol Assistance…………………………… 

 
    28 
    26 
 

4 Support to Marketing authorisation applications 
• Pre-submission meetings for information to sponsors and advice on 

applications……………………………………………………………………. 
• Marketing authorisation applications received………………………………... 

 
 
    21 
    32 
 

5 Fee Reductions and special Fund 
• Processing of requests for fee reduction………………………………………. 

 
  126 
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Explanatory note: 
 
This document was prepared by the Committee for Orphan Medicinal Products after three years of 
existence. It intends to summarise the achievements of the Committee with respect to increasing the 
availability of orphan medicinal products for patients affected by rare diseases. Actions that remain to 
be planned and implemented are also included. 
Finally in accordance with one of their tasks provided for in the Regulation (EC) 141/2000, the 
Committee has included recommendations to the European Commission on orphan policy for the 
Community. 
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Foreword: Aim of the Orphan Medicines 
Regulation in the European Union 

 
 
I am very pleased to write the foreword of this report, 3 years after the unanimous vote for the 
Regulation on Orphan Medicines by the European Parliament in December 1999. 
 
I will carry on closely monitoring the work of the EMEA and I am happy in the future to continue 
listening to the different actors involved. I am convinced of the necessity of a continuous dialogue 
between the Agency, the legislator, the patients, the industry and the scientists. The current system 
works and is ready to be extended to the new Member States, whose patients will benefit from it after 
2004. 
 
This Regulation is fundamental for ethical, economic and scientific reasons. We cannot tolerate 
patients suffering without a remedy at the beginning of the 21st Century only because their disease is 
rare. The economic aspect is crucial for the competitiveness of the pharmaceutical sector in Europe. 
Significant scientific progress has been made in the past thanks to specific procedures implemented for 
rare diseases. 
 
More than 127 medicinal products for rare diseases are now registered in the Community Register of 
Orphan Medicinal Products and this can be regarded as a success. But the Agency needs sufficient 
funding in order to be able to complete its mission successfully in the future. More broadly, we have a 
duty to remain vigilant in order to keep health at the heart of our priorities for the Europe of tomorrow 
which will emerge from the Convention. 
 
 
 
 

Françoise GROSSETÊTE (Member of European Parliament) 
Rapporteur for the Regulation on Orphan Medicinal Products 
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Introduction 
 
The COMP took the initiative, during the informal meeting under the Danish Presidency, to bring 
together the overall experience gained so far by the Committee since it was established in April 2000. 
This report is an attempt to summarise both the main achievements in the designation of orphan 
medicinal products and in the public health related dimension of rare diseases and orphan medicines. 
Needs for further improvement have been identified with the collaboration of the Working Group of 
Interested Parties. Several recommendations are made to improve the working system of the 
Committee by keeping abreast of biomedical advances and patients’ needs with regulatory 
requirements and pharmaceutical industry constrains. As the main goal of the EU Orphan Regulation 
is to foster biomedical research in this field and to bring new medicines to those patients affected by 
such conditions, preliminary data on the availability of authorised orphan products is also studied. 
 
The COMP report is intended to advise the Commission on the establishment and development of an 
orphan medicinal products policy for the European Union and to serve other relevant European and 
National bodies and interested parties, following the EMEA transparency policy. This analysis should 
also be the basis for establishing the goals and key priorities to be achieved during the second COMP 
Mandate, which starts in May 2003.  
 
Rare diseases are a complex and heterogeneous mosaic of more than 6.000 conditions for many of 
which limited treatments or appropriate medical interventions exist. Other than their rarity which, in 
the European Union, is defined in terms of prevalence as less than “one patient in two thousand 
citizens”, they all are severe, life-threatening or otherwise chronically debilitating conditions. 
Investigating rare disorders is anticipated to be the main way to promote target research applying the 
recent advances on the knowledge of the Human Genome and pave the road for exploring alternative 
clinical research paradigms to the ones existing for non-rare conditions. In this context, the vital role 
of patients’ advocacy groups and scientific experts has been outstanding in supporting the committee’s 
attainments. The former, in terms of the way that these diseases are perceived, their needs and the 
impact on the quality of life of both patients and their families, the latter in better understanding the 
nature, clinical evolution and management of such conditions. 
It should be noted that the COMP is the first Institutional European scientific Committee in which 
representatives from Patients’ Organisations are participating as full members. Therefore, it is time to 
recognise the major contribution they have made in implementing the EU Regulations. Special 
recognition should be given to the personal efforts and time given to this document by the COMP 
rapporteur, Harrie Seeverens, representative for The Netherlands, as he has co-ordinated the respective 
contributions of all COMP members within a very tight time-frame. Special thanks must be given to 
Dr. Patrick Le Courtois, Dr. Agnès Saint-Raymond and to all personnel of the EMEA Sector of 
Scientific Advice and Orphan Drugs, for their continuous support in all activities performed by the 
Committee. Last but not least, I would like to stress that the Committee’s achievements are due to the 
personal engagement and professional contribution of all COMP members over the past three years.  
 
Finally, we hope the readers will agree that the first 3 years of the Orphan Regulation in the European 
Union has met the highest public health expectations of all partners. However, we also recognise that 
much remains to be done, and the Committee feels fully committed to these aims. The COMP will 
continue to serve as a common platform for boosting orphan drug research , enhancing public policies, 
thus contributing to the public awareness of rare diseases and patients’ availability of orphan 
medicines as a primary health priority. 
 
Josep Torrent-Farnell 
Professor of Pharmacology, Therapeutics and Toxicology 
Autonomous University of Barcelona 
Chairperson, Committee for Orphan Medicinal Products, EMEA 
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Executive summary  
 
A European policy on rare disorders was effectively put into action with Regulation (EC) 141/2000 of 
the European Parliament and of the Council of 16 December 1999 on orphan medicinal products (the 
Regulation), the subsequent inauguration of the Committee for Orphan Medicinal Products (COMP) 
on 17 April 2000 and Regulation (EC) 847/2000 of the Commission of 27 April 2000. The COMP, a 
scientific committee of the EMEA advises the European Commission on the designation of orphan 
medicinal products. It is composed of 21 members and a chairperson without deliberating vote. It has 
one representative from every member state in the European Community, two members also belong to 
the Committee for Proprietary Medicinal Products (CPMP), one belongs to the EMEA Management 
Board and three members represent   patient organisations. This is the first institutional EU decision-
making committee in which patients are represented (for a list of past and present members, see 
Annex 1).  
 
The remit of the COMP is to assess applications submitted for orphan designation (article 5 of the 
Regulation). Chapter 1 describes the designation of orphan medicinal products in detail. At the end of 
the first three-year mandate of the COMP 244 applications were submitted and 137 received a positive 
opinion as of February 2003. There were 3 negative opinions and 59 withdrawals. The other 
applications (28 in total) are either in the process of validation at the EMEA or under discussion at the 
COMP. Of the 137 medicinal products with a positive opinion, 127 were granted a designation by the 
Commission and 8  have received a marketing authorisation. Most applications are in the fields of 
oncology, immunology and metabolic disorders, but other areas are also well represented. It is a 
remarkable fact that 60 percent of the applications regard disorders with a prevalence of less than or 
equal to one per 10,000, thus very rare disorders get attention. New chemical entities are part of the 
applications in a fairly high percentage (65%). It is also remarkable that the vast majority of 
applications are submitted by small-to-medium-sized companies. 
However, in spite of these encouraging results, it is as yet too early to estimate what percentage of the 
designated medicines will eventually receive a marketing authorisation.  
 
As laid down in articles 4 and 6 of the Regulation the COMP has other public health related tasks to 
perform as well. The sections in chapter 2 report on the results achieved in the past three years. The 
COMP has, in co-operation with the EMEA and the European Commission, developed detailed 
guidelines with the aim to improve the consistency and quality of applications (section 1). Some 
examples are the guidelines on the format of application and the guideline on how to interpret the 
epidemiological criterion to establish the prevalence of a disorder. These guidelines are available on 
the EMEA website and more will be developed. In order to help sponsors prior to a submission for 
marketing authorisation, the COMP has established liaisons with the CPMP and the Mutual 
Recognition Facilitation Group (MRFG). It was agreed that two COMP members participate in the 
Scientific Advice Working Group (SAWG) of the CPMP in order to give protocol assistance with 
regard to organising and conducting clinical trials in rare diseases. In rare disorders only a limited 
number of patients is available for clinical trials and this may require, in some cases at least, different 
methodological and statistical approaches with regard to a marketing authorisation application. After 
orphan designation a sponsor can apply for protocol assistance and benefit from fee waiving by the 
EMEA. Often, at the time of a positive opinion about an application, the COMP advises a company to 
apply for such protocol assistance (sections 2 and 3).  
In many rare disorders a lack of basic knowledge precludes - at least for the time being - the 
development of medicinal products. However, with the advancement of biomedical research, e.g. with 
regard to the human genome, it is reasonable to expect that the cause of many rare genetic disorders 
will be unravelled. National and European research projects (in particular the Framework 
Programmes) try to bridge existing gaps in knowledge. Experience has also shown that clinical 
epidemiological research needs to be further encouraged to produce reliable prevalence figures in 
many rare disorders. Conducting clinical trials with designated orphan products is a related problem. 
Clinical trials need to comply with scientific standards and with legal requirements as laid down in 
Directive 2001/20/EC; it is clear that these requirements apply to orphan medicinal products as well. 
However, the small number of patients eligible for trials, the sometimes unavoidable use of surrogate 
endpoints and the lack of expertise with regard to the nature of the disease and how to conduct trials 
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create practical, scientific and ethical problems. Safety programs after marketing also encounter 
similar problems and extra efforts are therefore required to address these difficulties. (section 4).    
Due to the diverse character of the applications the contribution of experts has great added value 
(section 5). The COMP has set up several ad hoc working groups of experts to deal with specific 
scientific issues. In addition, external experts, mainly from academic and scientific institutions in all 
Member States, are consulted on various technical issues (for a list of nominated external experts, see 
Annex 2). In accordance with article 4.1.c of the Regulation, the COMP has established a liaison with 
various international bodies and interested parties   
The COMP has entered discussions with patient groups, with pharmaceutical industry and with 
academia; three separate workshops were held with these parties and one joint meeting to exchange 
views. Although there was satisfaction among participants that a common European policy was 
established, they also made it clear that there still are many challenging areas in the field of rare 
disorders and  development of orphan medicines and they made many suggestions for improvement.   
The COMP has implemented, in co-operation with the EMEA a policy to improve transparency and 
communication. General and detailed information is available on the regularly updated EMEA 
website, such as – besides the already mentioned Guidelines - a press release after each meeting, 
Summaries of Opinions on designated orphan products and general informative leaflets. A Public 
Orphan Database (with information on the development process of every designated orphan product) 
is at present under discussion (section 6.2). 
COMP members have communicated the existing European policy on orphan medicinal products by 
giving presentations and interviews to specific and general audiences and by writing articles for 
scientific and general journals. An overview of these activities is given in Annex 3.  
Reimbursement policies on orphan medicinal products are not in the remit of the COMP. However, 
access to new orphan medicines prominently figured at the joint meeting with interested parties on 2-3 
December 2002.  Participants suggested to establish a common European method for assessing the 
added value of the orphan medicinal products and for providing a reference bracket for a fair price. 
This could be a first step to address inequalities in access to orphan medicinal products in the 
Community. The Regulation would fail to achieve its ends if orphan medicinal products would be 
authorised throughout the Community, but that at the same time unequal access to these products 
would persist (section 7.1). At present there are 8 orphan products authorised, however the 
reimbursement status – and by implication access to these products – in the Community appears far 
from equal. A survey on the first five orphan medicines with marketing authorisation was carried out 
in the Member States (section 7.2 and Annex 5). With regard to orphan medicinal products authorised 
in over the past 20 years in the U.S. it is fortunate that in a large majority these products are authorised 
in the European Community  (section 7.4), although only half of them are fully available in all 
Member States. 
The COMP has established a liaison with several Directorate General of the European Commission 
and with international bodies. Observers from new members states, from the Food and Drug 
Administration in the U.S. and from the Japanese regulatory authorities attended meetings. The COMP 
plans to continue and expand this dialogue. A special case is the so-called ‘neglected diseases’, 
disorders that are rare or non-occurring in the Community, but common in developing countries. If a 
disorder is rare in the Community, but common elsewhere, an application can be successful. The 
problem is even more difficult if a neglected disease does not occur in the Community because the 
need to demonstrate a significant benefit for the European population may be a hurdle. The COMP 
recognises this problem and has brought this to the attention of the Commission (section 8 and 9.2). 
A policy on medicinal products for paediatric use is at present under discussion between the 
Commission and involved parties. There appear to be similarities regarding the development of these 
products with the existing policies on orphan medicinal products. This could imply that experiences 
gained by the COMP may be helpful in establishing policies regarding products for paediatric use. 
These policies are relevant for the development of orphan medicines because many products are 
intended for children. At present 67% of designated are intended for use in both children and adults 
and 12% for children only (section 9).  
In accordance with article 9 in the Regulation, members states are required to communicate to the 
Commission detailed information on incentive measures they have taken to support research on 
orphan medicinal products and measures to make these products available. Table 2 (section 10) gives 
an overview of measures taken; the data in this table was collected from an inventory published in 
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2002 by the Commission. Several COMP members are involved in the development of these 
incentives (Annex 3). 
 
In conclusion, the COMP has since its inauguration in April 2000, assessed almost 250 applications of 
which two-thirds received a positive opinion. Eight products have a marketing authorisation, however 
at present it is too early to estimate how many of the designated orphan products will ultimately be 
market authorised. During its first three-year mandate, the COMP has, in accordance with the 
Regulation, initiated many related activities, such as writing detailed guidelines, establishing liaisons 
with other scientific committees of the EMEA and with interested parties, in particular with patient 
groups, academia and scientific institutions, and with pharmaceutical industries. Due to the character 
of rare diseases many issues with regard to the development of effective medicines, such as basic 
knowledge, prevalence and how to conduct clinical trials, are still unresolved. In the next three-year 
mandate several important issues should be addressed: improving the procedure for designation 
applications, expanding basic and applied knowledge, ensuring equal access to authorised orphan 
products throughout the Community and advising on orphan medicine policy. Last but not least the 
enlargement of the EU will bring the COMP another step forward by involving the new Member 
States and their patients in the existing European policies on rare disorders and orphan products. 
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Key Recommendations 
 
The purpose of the European Regulation on Orphan Medicinal Products ((EC) 141/2000) is to "lay 
down the procedure for the designation of medicinal products as orphan medicinal products" AND "to 
provide incentives for the research, development and placing on the market of designated orphan 
medicinal products". 
The following suggestions are made on this basis to the European Commission, the EMEA and the 
next COMP members, taking into account the first three years of experience in Europe in the context 
of a competitive international environment. 
 
- Research & clinical development 

o There is consensus among all interested parties that, due to the scarcity of both patients and 
experts, biomedical research in the field of orphan medicines and rare diseases should be 
fostered through improved support and co-ordination directly at the European level. 

o In order to effectively promote biomedical research in these areas, major efforts should be 
devoted to developing the knowledge base including epidemiological data, identification and 
natural history of rare disorders and promoting the optimal use of genetic testing. Special 
attention should be given to emerging therapies based on knowledge of the human genome 
and other biotechnological developments.  

o Experience has shown the need to implement effective networking between all interested 
parties by facilitating a European network of medical experts, reference centres and patients’ 
groups. In particular, clinical development of orphan medicinal products would benefit from 
having an advisory board to deal with specific clinical research issues, and from an 
operational structure integrating different support services reflecting the specificity of rare 
conditions. 

o Based on the FDA experience, a strong additional incentive would be a specific European 
grant programme for the clinical development of designated orphan products. In the U.S such 
a program has been especially helpful to further develop medicinal products that are no longer 
covered by data protection.  

o Recent efforts made by the European Commission and some Member States, in the public 
funding policy of biomedical research are well recognised and appreciated. However, there is 
a need to increase this policy’s visibility; to devote more resources to it and to improve the co-
ordination between the Community and the Member States. 

o Because orphan medicine development is a continuous research process, the project of a 
public database on orphan medicines development, including clinical investigation, expanded 
pre-marketing access programmes and post marketing activities, should be further developed 
and implemented as a means to improve access to information and to facilitate patients’ 
recruitment to clinical trials and research projects. 

 
- Designation phase 

o To ensure the best quality of applications, as regards scientific and regulatory requirements, 
assistance should be provided through training and educational activities. 

o Similarly important is the progressive development of documents to provide general guidance 
based on COMP acquired experience on designation criteria and other relevant aspects (e.g.: 
valid subsets, epidemiological data, “significant benefit”, Quality Of Life assessment). 

o To optimise clinical investigation in small populations, alternative methodologies and 
statistical approaches to meet the criteria for marketing authorisation should be developed and 
involve all stakeholders. 

o Protocol assistance by the SAWG is considered essential to the successful development of 
orphan medicines.  It could be improved by early consultation after designation, more 
flexibility, ongoing dialogue/follow-up, as well as through greater involvement of medical 
experts and patient representatives. 

o Compassionate use or expanded access programmes should be complementary to the clinical 
development plan, in order to facilitate early patient access to orphan products throughout 
Europe, while collecting additional information suitable for clinical safety assessment.  
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o The COMP should review during its next three-year mandate the existing ad hoc working 
groups and, if necessary, consider new groups of experts. 

 
- Placing on the market and availability to the patients 

o Although the experience of orphan medicines authorised in the Community is limited, it is 
clear that price is a crucial incentive for pharmaceutical industry. However, if the price of the 
authorised orphan product is too low it may not bring a fair return on investment, if too high it 
will not be affordable.  In order to prevent unequal access throughout the Community, some 
harmonised form of assessment of therapeutic value and pharmacoeconomic evaluation of an 
authorised orphan medicine should be developed. This would require co-ordination between 
Member States in order to secure a timely and equal access at a fair and reasonable price for 
all patients across the Community. The purpose of the Regulation provides the ground for 
such action. Post-authorisation studies, pharmacovigilance, and - for some orphan products – a 
risk management program are areas that need to be reinforced taking into account the specific 
characteristics of rare disorders. 

o New proposals for Community pharmaceutical legislation, especially with regard to an 
accelerated review procedure and conditional approval, should be applicable to orphan 
products.  

o Methods for the collection of data on patients’ access to orphan products should be developed; 
methods and resulting data should be made available to all interested parties and supported by 
the European Commission 

o Information on authorised orphan medicines should be made timely available and targeted to 
doctors and pharmacists to ensure awareness of treatment possibilities. 

 
- Budget 

o The EMEA budget and the Community special contribution for orphan medicines should be 
adjusted to the growing number of designation and marketing authorisation applications.  

o The fee reduction policy with regard to protocol assistance and to marketing authorisation is a 
major incentive and should be made possible by adequate funding. It should be applied in a 
consistent and creative manner to achieve the goals foreseen in the legislation.   

o The EMEA should be able to allocate the proper resources to ensure that sufficient personnel, 
external experts, COMP members and other orphan-related activities can be adequately 
supported. 

 
- Transparency & Dialogue with interested parties 

o The pioneering transparency policy of the EMEA has been a cornerstone and paved the way 
for a continuous dialogue and effective exchange of information among all interested parties. 
This policy should be continued. Further involvement of the relevant European learned 
societies needs to be supported.  

o Most directly concerned parties are now aware of the Community orphan medicines policy. 
The time has come to encourage the interested parties to expand this awareness to the public 
and to society at large. 

 
- EU enlargement 

o As part of the EU enlargement process, a special effort should be made by EMEA/COMP to 
introduce the accessing countries to the orphan medicine regulation, to the EMEA and to the 
COMP. All interested parties should be involved at some point in time with regard to a 
successful future participation. 

 
- International  

o Neglected diseases 
The neglected and tropical diseases, principally affecting people in developing countries, may 
pose a major concern in the remit of the current EU regulatory framework. This public health 
issue should be carried forward by the Commission consistently with other community action 
programmes in that area. 

o International collaboration 
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Orphan medicines are an international issue addressing tremendous patients needs. More 
international collaboration should be initiated and supported by the EMEA/COMP in an open 
dialogue with the concerned regulatory agencies abroad, international bodies and all interested 
parties and with the aim of achieving better co-ordination of efforts, time saving solutions and 
improved resource allocation. 
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Chapter 1 
 
Designation of orphan medicinal products 
 
Orphan designation 
The procedure for orphan designation is laid down in Regulation (EC) 141/2000. According to the 
Regulation the sponsor of an orphan medicinal product shall submit an application to the EMEA at 
any stage of the development, before the submission of application for marketing authorisation. The 
Agency verifies the validity of the application and prepares a summary report to the Committee for 
Orphan Medicinal Products (COMP). The COMP gives an opinion on the application within 90 days 
of receipt of a valid application.  
If the sponsor does not agree with a negative opinion of the COMP, he may appeal within 90 days of 
receipt of the opinion. The detailed grounds for appeal will be referred to the COMP, which will 
consider whether its opinion should be revised at the following meeting.  
The Agency shall forward the opinion to the European Commission, which shall adopt a decision 
within 30 days of receipt of the opinion. The designated orphan medicinal product is entered in the 
Community Register of Orphan Medicinal Products, which is publicly available on the Commission 
Website. 
 
Facts and figures 
As shown in figure 1, the number of applications filed is now stable three years after the 
implementation of the Orphan Regulation. The majority of applications give rise to positive opinions 
and designations. A proportion of applications are withdrawn. This apparent increase has been 
accompanied by a parallel increase in the number of COMP opinions issued, and consequently in the 
number of designations.   
 
As of February 2003, 137 products have received a positive opinion by the COMP of which 127 have 
received an orphan medicinal product designation from the European Commission. These figures are 
highly encouraging and show the positive response from sponsors to the incentives provided for by the 
Regulation. 
 
Figure 1 
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Profile of substances  
Innovative products represent 60-70% of applications and 50% of designations. The definition of an 
innovative product that was used for this purpose includes new entities, new indications and products 
from biotechnology, as opposed to medicinal products being proposed in indications recognised for 
some years. 
The majority of products applying for orphan designation are of chemical origin. Products of 
biotechnological origin, including gene therapy, antisense therapy, monoclonal antibodies and DNA 
derived products, constitute about a third of the applications and designations, a proportion similar to 
that observed in other procedures submitted to the EMEA. In addition, medicinal products applying 
for orphan designation include products of human origin in 2 cases and of animal origin in 5 cases 
(among which 3 of marine origin). Two products are derived from plants.  
 
As of February 2003 the COMP issued 137 positive opinions. Of these, 31% are for products intended 
for conditions in the field of oncology (e.g. soft tissue sarcoma, renal cell carcinoma, glioma, ovarian 
cancer, chronic myeloid leukaemia), 13 % to metabolic diseases (e.g. Gaucher disease, Fabry disease, 
alkaptonuria, Glycogen Storage Disease type II or Pompe's disease, Mucopolysaccharidosis VI or 
Maroteaux-Lamy Syndrome, homocystinuria) and 9 % fall into the classification of musculoskeletal 
and nervous system disorders (e.g. Huntington’s disease, amyotrophic lateral sclerosis,  Friedreich's 
ataxia) 
Twelve percent of the products are for children alone and 55 % for both children and adults; a total of 
67% of orphan medicines may be needed for children’s rare diseases.  
Figure 2 gives an overview by ATC codes of the condition; for more information see the list of 
designated products in annex 6. 
 
Figure 2: Substances by ATC codes of the condition 
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the timeframe set in the legislation of 90 days. 
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Evolution over time  
There was no detectable trend in the type of products either submitted for designation or granted 
orphan status over time; over the years, a similar proportion of biotechnological products and other 
innovative products were submitted to the EMEA.   
 
Designation in other regions 
A comparison of the medicinal products with potential value for rare diseases, which have orphan 
designation in the EU and have already been designated orphan and authorised in the US, is described 
in chapter 2, section 7.  
 
Basis for plausibility at the time of designation 
In order to obtain orphan designation, it is mandatory for the sponsor to provide details of the rationale 
for the use of the medicinal product in the proposed orphan indication. This should include a 
description of both the medicinal product and its mechanism of action. As the sponsor can apply for 
orphan designation at any stage of the development of the product, the rationale can be based on 
preclinical or clinical data. So far, a limited number of applications were designated on the basis of in 
vitro data only, when such data show compelling results. Whenever possible, in vitro and in vivo data 
in experimental models at least should be submitted to justify the rationale of the medicinal product.       
In most cases, products for which an orphan designation was applied for were at the stage of clinical 
development.  
 
Significant benefit criteria  
About two thirds of designations were based on assumptions of significant benefit. Significant benefit 
could relate to increased efficacy and/or safety, i.e., mostly on the basis of a new mechanism of action 
of the orphan product; in nearly 20% of cases significant benefit was determined as a major 
contribution to patient care, which could be for example an easier route of administration.   
 
Oral explanations and outcome 
The COMP may adopt a positive opinion at the time of the first meeting when the application is 
discussed (i.e., around day 60). In some cases, the Committee may feel that there is a need for either 
clarification or better justification from the sponsor. The sponsor is then invited to answer in writing a 
List of Outstanding Issues. In a large proportion of cases, and whenever the Committee’s first 
discussion seems unfavourable about the designation, the sponsor is also invited for a hearing in front 
of the Committee (around day 90). 
 
Sub-committees (Biotech Working Group, Prevalence Working Group, Working Group with Interested 
Parties) 
The Committee has created three working groups on issues that needed discussion and more 
preparatory work. The first is the Biotechnology Working Group. This group is composed of members 
of the COMP and of experts of the Biotech Working Party of the Committee for Proprietary Medicinal 
Products, and asssisted by members of the EMEA. This working group helps the Committee in dealing 
with, for example, certain issues relating to the justification of significant benefit with respect to 
manufacturing processes of biotechnology products. The Prevalence Working Group was an external 
expert group composed of epidemiologists, clinicians, and members of the EMEA and COMP 
members. This group helped prepare a guideline on the determination of prevalence in the framework 
of the Orphan Regulation. The Working Group with Interested Parties meets regularly and involves 
representatives from patients’ organisations, industry trade associations, learned societies, EMEA and 
COMP members. This group works on patients’ related issues, in particular communication and 
transparency.   
See also chapters 2, section 1, 4 and 6. 
 
Withdrawals 
Less than 26 % of applications resulted in a withdrawal. Sponsors whose application is not successful 
often withdraw their application before a final COMP opinion is adopted. Withdrawals of applications 
can take place at any stage during the procedure for designation (figure 3). 
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Figure 3: Number of withdrawals by stage 
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There was no difference in the type of products (per ATC code) that are withdrawn compared to those 
receiving a positive opinion.   
 
Negative opinions 
Very few negative opinions were adopted by the COMP. There were three negative opinions adopted 
as of February 2003 which have resulted in negative decisions.  
In any case, a negative opinion from the Committee does not mean that the proposed medicinal 
product is devoid of interest, or would not fulfil an unmet medical need. It only refers to the criteria 
for orphan designation laid out in the Regulation. The medicinal product may subsequently apply for a 
-non orphan- marketing authorisation. 
 
Appeals 
Four appeal procedures were completed resulting in three negative final opinions and one positive 
opinion as of February 2003. 
 
 
Decisions on orphan designation 
The European Commission takes the Decision on orphan designation. Within the European 
Commission, it is the Pharmaceuticals Unit of Directorate General for Enterprise that is in charge of 
this procedure. 
 
Figures and timelines 
As of February 2003, the European Commission had taken 127 decisions granting orphan status to 
medicinal products.  The mean time from COMP opinion (receipt by the Commission) to Commission 
decision has been reduced significantly in the past months, and is currently less than 30 days. 
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Community Register 
Orphan medicinal products granted designation are registered on the Community Register of Orphan 
Medicinal Products. Orphan products may be removed from the Register under the conditions laid 
down in the Regulation. 
This Register is available on the European Commission (Directorate General Enterprise) website 
(http://pharmacos.eudra.org/F2) and is regularly updated; it includes also information concerning 
marketing authorisations for designated products. An overview of current designations is given in 
Annex 6. 
 
Annual reports 
According to the Regulation, every year sponsors of designated orphan medicinal products submit a 
report updating information on the development of the product and any change relevant to the 
designation. The EMEA has reviewed the first annual reports in 2001; more than 70 annual reports 
were submitted in 2002. All sponsors of designated products complied with this obligation. The 
obligation to submit annual report is waived when the product is submitted for marketing authorisation 
in the designated condition. 
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Chapter 2 
 
Public Health Related Tasks 
 
Chapter 2 gives an overview of the activities of the COMP besides the assessment of applications for 
orphan status. These activities include procedural matters related to the COMP itself, to other 
scientific committees and to the EMEA. Other activities are related to establishing liaisons with 
interested parties, in particular patient organisations, pharmaceutical industry and academia. They 
include the development of recommendations to the European Commission, to the next COMP and to 
the EMEA.  
 

1 – Rules of Procedures and Guidelines 
 
1.1 Rules of Procedure of the COMP 
The rules of procedure were established in accordance with article 4.3 and 4.4 of the Regulation. The 
orphan medicinal products policy of the European Community is within the remit of the COMP, 
supported by the EMEA. The rules governing the work of the COMP should be clear from the start. In 
its first year the COMP established internal rules that govern all aspects of tasks so that they could be 
dealt with in an efficient and transparent manner. These rules are derived from European ‘comitology’ 
rules, as well as from the five-year experience of the EMEA of the European regulation on medicines. 
There is a need to work in co-operation with the CPMP, which will eventually have to review 
applications that sponsors will submit for the marketing of orphan medicinal products. The rules cover 
the need to safeguard independence, the role of the Chairman of the COMP, the interaction with the 
staff of the EMEA, the hearings to be held with companies when issues need to be discussed with 
them, and the making of decisions and various other matters. 
In accordance with article 4 of the Regulation, the COMP has produced guidelines with regard to 
practical matters, such as the format for applications and the definition of prevalence in special cases.  
A short summary of three guidelines is given below. The guidelines are available on the website of the 
EMEA (http://www.emea.eu.int). All guidelines are initially released as drafts during a period of 
consultation, then finalised.  
1.2 Guideline on Content and format of applications 
The COMP will examine any application for designation as an orphan medicinal product. The COMP 
has, in cooperation with EMEA and the European Commission, developed practical guidelines for 
sponsors who wish to submit such an application. The overall objective is to improve the consistency 
and quality of the applications  
The EMEA has a defined procedure for companies to follow when requesting orphan designation. A 
pre-submission meeting is encouraged so that the request can be appropriately structured, supported by 
necessary documents and data, and efficiently progressed to a satisfactory conclusion.  
1.3 Guideline on Prevalence 
One criterion for orphan designation is that the condition applied for is rare (affecting not more than 5 
in 10,000 persons in the Community). To help the applicants to provide appropriate documentation on 
the rarity of the condition the COMP produced the following document: ‘ Points To Consider On The 
Calculation And Reporting Of Prevalence Of A Condition For Orphan Designation’. An Ad Hoc 
Working Group consisting of epidemiology experts and representatives of the COMP and EMEA met 
twice in 2001. After a consultation period from November 2001 onward the document was adopted by 
the COMP and available on the website of the EMEA since March 2002. The document outlines 
different ways of providing acceptable documentation on the rarity of the condition, usually in the 
form of prevalence. Where all available data shows conclusively that the population prevalence lies 
well below the threshold, the fulfilment of the prevalence criterion is likely to be a simple task, but 
finding relevant morbidity data may be difficult. In less clear situations careful weighing of the 
evidence from available sources and if necessary formal numerical combinations of available data may 
be necessary in order to establish that the population prevalence lies below the threshold.  

http://www.emea.eu.int
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Recommendations: 
 
With regard to precise prevalence there is only limited data in many rare disorders. At a national level 
matters might be improved through extended involvement of patient organisations and the scientific 
community. At the European level the establishment of new databases and connecting existing 
databases through funding (e.g. within the Framework Programmes) is urgently needed. 
 
To prevent the so-called ‘salami-slicing’ of not so rare disorders into subsets that fall below the 5 per 
10,000 threshold of prevalence, defining a valid subset within a certain disorder is an important task 
for the COMP.  The definition of a valid subset of a certain disorder could be improved.  The COMP 
will produce a document with clear and unambiguous examples of a valid subset. 
 
The pharmaceutical industry, in particular small companies, should be informed of available resources 
for assistance, before, as well as after designation.  Support appears necessary for companies in 
finding out about currently available methods for diagnosis, prevention or treatment of the condition 
for which the product in the application is intended.  Industry suggests appointing a person at the 
EMEA to assist companies throughout the marketing authorisation procedure. 
The Frequently Asked Questions (FAQ) document will be expanded to facilitate the application 
process. 
 
Experience has demonstrated that pre-submission meetings with the EMEA are highly recommended 
in order to facilitate the interaction with COMP Members and the assessment done by the COMP. 
 

2 – Joint Meetings between COMP, CPMP and 
MRFG  

 
Four meetings between the COMP and the CPMP have been held:  Uppsala (Sweden), Bruges 
(Belgium), Malaga (Spain) and Hillerød (Denmark) to discuss each committee’s responsibility as laid 
down by European law. Notwithstanding this, there exist significant areas for co-operation. Sharing of 
information on the development of orphan medicines, in particular with regard to Protocol Assistance 
and the Scientific Advice Review Group (now Scientific Advice Working Group), and the proper use 
of experts, patients’ experience, quality of life, and pharmocovigilance are among these areas.  
 
In Uppsala, (May 2001) emphasis was on the different approaches by the two committees. COMP 
typically is faced with assumptions regarding quality, efficacy and safety - in particular when 
assessing a significant benefit of a proposed orphan medicine– while CPMP assesses specified 
indications for which data are available. In a situation of limited data this could result in a narrower 
therapeutic indication for the marketing authorisation than the original orphan designation. Market 
exclusivity, however, is linked to the therapeutic indication approved by the CPMP.  
Another matter discussed was the removal from the Register of an orphan designation; this is possible 
if the criteria are no longer met at the time of the marketing authorisation of the medicine and could be 
a relevant issue with the ‘significant benefit’ criterion, a criterion for designation of orphan status 
when there already exists within the Community a satisfactory method of diagnosis, prevention or 
treatment of the condition in question.  This criterion is reviewed by the COMP on the margins of the 
CPMP opinion. 
To minimise the risk of difference of opinions between COMP and CPMP, the importance of a close 
relationship and detailed feedback is emphasised. COMP needs regular feedback from the Scientific 
Advice Working Group (SAWG, formerly SciARG) of the CPMP on orphan applications or other 
issues that might affect future decisions of COMP.  
 
In Bruges (October 2001), sharing of scientific expertise between COMP and CPMP was the main 
issue.  
Suggestions were made to bring the patients’ perspective into the decision-making, for practical 
reasons (patients are well-informed about which medicines help them), political reasons (transparency 
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and a reflection of changing times) and pragmatic reasons (get all the help one can get in a field where 
knowledge is scarce). The already available expertise – members of committees, nominated experts – 
was emphasized but because of the rarity of the diseases specific expertise might be difficult to gain 
access to. With respect to these issues, SciARG/Protocol Assistance was again discussed and the 
tentative conclusion was that a change in the way SciARG works with the available expertise and 
database might be necessary. 
Quality of Life (QoL) in rare diseases was discussed with regard to the ‘significant benefit’ criterion in 
the Regulation and the role QoL could play in comparing outcomes between treatments. Although 
QoL is rarely an endpoint in common disorders, this could well be different in rare disorders. In the 
case of high exposure (i.e. many patients) but low frequency of adverse effects, a case-control system 
is required for pharmocovigilance and in low exposure (orphans) and high frequency a nested case-
control in a database system. In other situations ‘conventional’ pharmacovigilance methods can be 
used.  
 
In Malaga (May 2002) important issues were the notion of similarity of (prospective) orphan 
medicinal products and the opportunity for the CPMP for early awareness of future applications. For a 
notion of ‘similarity’, see also Regulation (EC) 847/2000. 
The definition of similarity appears easier to apply as the molecular structure is simpler, although in 
the case of salts or esters differences in pharmacological characteristics might be apparent. For 
biological substances the issue appeared more complex.  
The opportunity for CPMP to be informed by COMP about incoming applications, including timing 
was pointed out. A future possible source of information on clinical development might be a ‘shared 
database’ between EMEA and sponsors, in which information will be available after orphan 
designation.  
   
In Hillerød (September 2002) the main subject was an exchange of experience of the seven orphan 
medicines that had received either a marketing authorisation, or a positive opinion from the CPMP at 
that time. It was noted that in 6 out of 7 cases authorisation was granted under exceptional 
circumstances. The complementary role of clinical trials and historical data was discussed. For 
treatments in rare diseases, a more flexible approach on the design of trials for efficacy and safety is 
needed and the involvement of patient organisations and ethical committees in the development 
process was discussed. Applicants should also be encouraged to use protocol assistance more 
extensively. It was emphasised that there should not be a different standard for quality, safety and 
efficacy for orphan medicines compared to other medicines. Due to the limited number of patients that 
are included in orphan medicine development programmes, the post-authorisation follow-up of safety 
data is important.  
 
The first meeting between the MRFG and the COMP was held in Hillerød. At that time no orphan 
medicines application had yet been filed through the mutual recognition procedure so the purpose of 
this meeting was mutual information on how the COMP and the MRFG work. Possible problems that 
might arise when a sponsor seeks marketing authorisation through the mutual recognition procedure, 
were discussed. 
 
Recommendations: 
 
Co-operation between scientific committees should be further enhanced and strengthened by 
raising the regular meetings from an informal to a statutory level. So far, three orphan 
marketing authorisation applications have been submitted through the MRFG, which is 
working with the COMP to draft practical guidance to handle such applications. 
 

3 - Protocol Assistance 
 
Article 6 of Regulation (EC) 141/2000 enables sponsors to obtain protocol assistance on issues related 
to the submission of an application for marketing authorisation. Patients with rare diseases are entitled 
to expect medicines which have been evaluated to the same high scientific standards as conventional 
medicines, so sponsors of orphan medicines are encouraged to seek scientific advice/protocol 
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assistance on their development programs as early as possible. Recognising these difficulties, COMP 
often advises the sponsors, when appropriate, to seek protocol assistance after designation as orphan 
medicinal product. It is evident that the rarity of certain diseases and consequently the small number of 
patients eligible for clinical trials are a major problem in designing protocols and for the conduct of 
clinical trials in rare diseases. Moreover, as the majority of sponsors are small to medium-sized 
companies they may benefit particularly from this procedure. 
 
The Scientific Advice Working Group (SAWG) of the CPMP is responsible for protocol assistance. In 
addition to the Chairperson, the membership of SAWG consists of 15 members appointed by the 
CPMP on the basis of their expertise and of two members from the Committee for Orphan Medicinal 
Products (COMP). The two COMP representatives maintain a scientific and regulatory link between 
both committees and take care of the questions relating to significant benefit.  
Various non-regulatory experts nominated by SAWG and representatives of working parties of the 
CPMP may be invited to attend and contribute to the formulation of the Scientific Advice. Protocol 
Assistance for orphan medicinal products makes best use of the existing infrastructure and expands on 
it by being proactive in helping to find the optimal development program. 
 
Under normal circumstances, the EMEA charges a fee for the provision of scientific advice. This can 
be as much as EUR 60,000, depending on the complexity of the issues. To ensure that the sponsors of 
orphan medicines are not discouraged from seeking such advice, the EMEA offers a unique incentive 
to sponsors of orphan medicines by way of fee reduction. In the year 2000, it started with 80% fee 
reduction. The fee is currently completely waived. 
 
The experience to date has been most encouraging.  As of February 2003, the SciARG/SAWG had 
received a total of 18 new applications, of which 4 also submitted follow up applications for protocol 
assistance. Among these, 10 applicants sought advice specifically on the question of "significant 
benefit”. 
The procedure to be followed by sponsors of orphan medicines is outlined in the EMEA document 
EMEA/H/238/02 entitled ‘Guidance for Companies requesting Protocol Assistance regarding 
Scientific Issues’.  Details of guidance for companies requesting scientific advice is also available via 
the EMEA website at: 
http://www.emea.eu.int/pdfs/human/sciadvice/426001en.pdf  
 
In order that the sponsors, regulators and the academic investigators better appreciate the difficulties 
of conducting clinical trials in rare diseases, a Workshop on Methodological Aspects of Clinical Trials 
for Efficacy Evaluation in Small Populations was held in October 2002, co-chaired by the COMP and 
CPMP. Clinicians and biostatistics experts, including those from academia, members of the CPMP, 
the COMP, the Paediatric Expert Group, and FDA (US), presented and discussed alternative methods 
for efficacy evaluation such as sequential analysis trials, Bayesian methods and sample-size 
reassessment methods. Other issues discussed were choice of endpoints of efficacy and the distinction 
between statistical versus clinical significance of an observed effect. Dr Marlene Haffner from the 
FDA noted that a large majority of the orphan medicinal products marketed in the USA were licensed 
on the basis of results from randomised clinical trials. In a few cases however, historical controls were 
the basis for medicine registration. Other approaches to evaluation of orphan medicines that have been 
accepted in certain cases include withdrawal trials and open-label studies. In Europe, four out of the 
seven positive CPMP opinions on orphan medicinal products were based on classical randomised 
controlled studies and three on case-control or open studies. The broad conclusion that emerged from 
this workshop was the lack of any general solution to the problem of conducting clinical trials in small 
sample sizes and the need of a case-by-case approach for optimising the study design in each orphan 
condition. Through innovative statistical methodologies, the study population under optimal 
conditions might be lowered by about 30%. Other approaches, like the set-up of bio data collections to 
document the natural course of a rare disease according to strict scientific protocols for the purpose of 
providing robust historical comparative data should be explored. 
There was a plea for regulatory flexibility with regard to the level of evidence where there were actual 
development limitations, in particular due to the epidemiology of the diseases evaluated, as long as 
clinical trials on populations of limited size were subject to adequate measures that guaranteed the 
quality of the data collected and the results obtained. One example given concerned certain anti-cancer 

http://www.emea.eu.int/pdfs/human/sciadvice/426001en.pdf
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products authorised in the US. Of the 15 conditional approvals of new drug applications delivered on 
the basis of positive results observed on surrogate markers, so far only 3 had subsequently confirmed 
these results on relevant clinical endpoints (survival). It has been agreed that the COMP and CPMP 
throughout the Efficacy Working Party (EWP) will draw up general recommendations when such 
alternative methodological and statistical methods may be used in certain rare conditions. 
 
Recommendations: 
 
Protocol Assistance ought not to be limited to the planning stage of orphan development but should be 
given throughout the development of the product. A system might be developed where, as in the US, 
rolling evaluation is possible.  Positive experience gained so far from current procedures leads to a 
recommendation to use orphan medicines as a test case to explore this in close collaboration between 
COMP, SAWG and CPMP. 
An important issue for the protocol assistance is the optimal design of studies considering the clinical 
relevance of the outcomes, the need for quality information for patients and the implementation of the 
patients’ experience as a source of information in any development. The inclusion of Quality of Life 
as a major endpoint is important in this respect, as well as a potential role for natural history studies. 
The feasibility of the proposed clinical investigation should be properly evaluated. These strategies 
can partially solve some of the problems. 
 

4 - Orphan diseases Research & Development 
4.1 Clinical trials Directive and guidelines  
Directive 2001/20/EC lays down specific guidance regarding implementation of Good Clinical 
Practice in the conduct of clinical trials on medicines for human use and is of importance for the 
(clinical) development of orphan medicines. Its scope is to harmonise administrative provisions and to 
implement the principles of good clinical practice (GCP) and good manufacturing practice (GMP) in 
the conduct of trials. Verification of compliance with the standards will be ascertained via inspections. 
Information on the content, commencement and termination of trials in the Member States information 
shall be entered in European databases (EUDRACT-Eudravigilance) accessible only to the regulatory 
authorities of the Member States, the Commission and EMEA. The necessary provisions for 
monitoring of adverse reactions occurring in clinical trials are also outlined. The Commission shall 
draw up and publish detailed guidance documents on several of the above-mentioned issues. The 
Member States should apply the Directive, guidance and administrative procedures with effect from 
1 May 2004 at the latest. 
 
The harmonisation of procedures and strict timelines set for the review of proposed clinical trials by 
Ethics Committees and competent authorities will presumably prevent delays in commencement of 
trials. The establishment of the European clinical trials databases will allow the competent authorities 
to have an overview of all planned clinical trials and their status. This will be particularly valuable in 
the case of orphan conditions.  
 
The post-authorisation clinical research also poses particular problems for orphan medicinal products, 
as post-marketing studies often become crucial for gathering additional data to underpin efficacy and 
clinical safety. In this context it should be noted that non-interventional studies do not fall within the 
scope of the Directive and any such information will not be entered in the database. Nor will the 
Directive provide the legal basis for inspections of the quality of the data obtained in non-
interventional trials. These facts need to be taken into consideration when post-authorisation follow-up 
recommendations are made. 
4.2 Expressions of Interest submitted for the 6th Framework Programme 
In the 6th Framework Programme (FP6) of the European Community, which will be operational by the 
beginning of 2004, rare diseases will be supported within the thematic priority “Life science, genomics 
and biotechnology for health”.  
On several occasions, COMP members have had exchanges of views and discussions on which 
approaches the research that will best support advancement of the knowledge base on rare diseases 
and the development of orphan medicines could be addressed from a European perspective. 
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4.3 Access of Patients to Clinical Trials  
Access of patients to clinical trials was discussed at the ”Joint Meeting with all Interested Parties on 
”A Continuity policy for Orphan Medicinal Products in the European Union” (see also section 6.1.5). 
The scarcity of patients and the fact that they are geographically dispersed in the Community were 
stressed. The usefulness of existing and future databases for patients who want to participate in clinical 
trials throughout the Community was considered, including the possibility for individuals to register 
for clinical trials individually or through patients’ organisations provided that personal data security 
could be guaranteed. The so-called expanded access programmes should be, in principle, regarded as 
complementary to the conduct of well-designed clinical investigations. National and local regulations 
would probably have to be adjusted to the special requirements of clinical trials in rare disease 
populations to allow for such a system. The need for funding on the Community level for clinical 
development/clinical trials of orphan medicines was also put forward. 
4.4 Post-marketing Safety Programs  
Due to the lack of products for patients with rare conditions, products brought to the market under the 
Orphan Regulation will be marketed in most cases ”under exceptional circumstances” and the 
company will be subject to post-marketing obligations by the CPMP. Such examples already exist. 
The Clinical Trials Directive only applies to regular clinical trials and not to non-interventional trials. 
This should be kept in mind at the time of marketing authorisation since the quality assurance of data 
obtained should be guaranteed whether these studies are performed as clinical trials or non-
interventional studies. 
See also section 2 (COMP-CPMP meeting Bruges). 
4.5 Biotech Working Party  
The Ad hoc COMP Biotechnology Working Party was set up in March 2001 at the request of the 
COMP. Its aim is to create a forum for discussion and harmonisation amongst experts that will 
maintain and reinforce a uniform approach to the understanding of biotechnology and biological 
issues, including emerging technologies, and to avoid/eliminate divergences in assessing designations 
of orphan medicinal products. The COMP-BWG should facilitate the efficient use of European 
expertise. 
The working group may prepare guidelines at the request of the COMP to facilitate the evaluation of 
the quality aspects of future applications for orphan designation for biotechnological and biological 
medicinal products. 
Since its creation, the COMP-BWP met 5 times (as of April 2003) and has evaluated 7 requests. The 
advice sought concerned the validity of claims of significant benefit (safety in relation to quality) in 
relation to potential contamination with known or as yet unknown micro-organisms. Other issues 
included assurance of supply for blood-derived products and transgenic-derived proteins and gene 
therapy. 
 
Recommendations: 
 
Strengthen European Research Policy: 
With the experience gained by the COMP and the start of the FP6, the time is right to develop an 
active dialogue between the COMP and the DG Research. 
 
Research and development on rare diseases and orphan medicines needs to be supported by the 
Commission. Because of the small numbers of patients, of clinical centres and specialised clinicians, 
this research can be best addressed at the European level. 
 
Clarification from the Commission is needed to make more visible the relevant themes where rare 
diseases and orphan medicines are priorities in the FP6 in order to guide potential applicants. Recent 
advances from the human genome are of paramount importance in the field of genetic-based rare 
conditions. 
 
Classification of rare disorders should be improved such that sponsors are better informed about 
opportunities for developing new products. 
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Provide more funding for clinical research: 
There is a specific need for funding clinical development of orphan medicinal products, in particular 
for university based clinical research, because incentives of the Orphan Regulation are at present 
mainly aimed at industry. 
 
Additional support for infrastructure facilitating the conduct of clinical trials on orphan medicines and 
for networks of excellence supporting clinical studies in rare diseases is needed.  
Funding from the Community for clinical trials of orphan medicines should be encouraged and 
reference centres for genetic testing and clinical trials, dedicated to orphan be established in order to 
assist specialists in several countries to perform studies across national boundaries. 
 
Incentives from Member States should be encouraged by the Commission in order to stimulate 
international competitiveness of Europe for the research and development of orphan medicines. 
 
Improve quality of clinical trials and non-interventional studies: 
Clinical trials should be preferred to non-interventional trials whenever feasible since according to the 
Clinical Trials Directive, trials have to be performed according to GCP which may not be the case for 
non-interventional trials. This should be kept in mind whenever marketing authorisation under 
exceptional circumstances is granted. 
 
When non-interventional trials are inevitable, guidelines for quality assurance have to be elaborated. 
 
Solve ethical problems, approach at the European level: 
To solve difficult ethical issues in clinical trials of emerging therapies in vulnerable patient 
populations affected by rare conditions, experts and representatives from patient organisations should 
contribute to the ongoing clinical-ethic dialogue at the Community level. 
 
Deriving from EUDRACT, future efforts should be focussed on the initiation of a separate database on 
trials on orphan medicines. With consent from the sponsors of the trials information already provided 
might be used.  Such a database should be made accessible for the public and would contribute to and 
enhance the recruitment of patients. 
 

5 - Expert network 
 
There is a vital and continuing need for the COMP to have at its disposal qualified external experts 
due to the inherent difficulties of developing and assessing medicines intended for the treatment of 
rare disorders. Internal assessors and external experts are complementary: the association of both will 
improve the quality of scientific assessment. Experts should be knowledgeable not only about 
medicine development, but also – because of the criteria for orphan designation - about epidemiology 
and the possibilities and limitations in diagnosing and treating specific rare disorders. These experts 
should be advisors to the COMP during the designation procedure and, if such a situation arises to the 
CPMP, at the time of the marketing authorisation. So far, up to 117 experts have been appointed by 
the COMP. The final opinion on designation remains, however, a responsibility of the COMP.  
Experts in rare disorders should also be available for questions on the assessment of risk-benefit and 
pharmacovigilance from the CPMP. 
 
On several occasions the COMP has invited patients’ representatives as external experts on their 
disease to discuss specific issues. 
 
During the next three-year mandate it will be vital to transform the list of experts that we have at 
present into a true European Community network of experts. Every expert belonging to the network 
should be selected on the basis of competence in the field of interest related to rare disorders and 
availability to assist the COMP in its tasks. 
 
Experts may be consulted during the course of the assessment, before release of the co-ordinators’ 
report, and when there are:  
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- specific issues that the co-ordinators’ team cannot answer ; 
- after release of the co-ordinator’s report, to set up the list of questions, or 
- during an oral explanation by the applicant, at the end of the procedure. 

 
For a list of current nominated experts, see Annex 2.  
 
Recommendations: 
 
For most rare diseases the number of appropriate experts appears is very limited. This scarce resource 
has in certain situations to be shared between regulatory authorities and sponsors in a way to avoid a 
conflict of interest and to secure patients’ health protection.  
 
Establishing a Community network of experts requires adequate financial support. 
 

6 - Interactions with interested parties, 
transparency and communication 

 
In accordance with article 4 of the Regulation, the COMP, together with the EMEA, organised a series 
of workshops to explain the orphan medicine designation process and related activities to ‘interested 
parties’ (patients’ representative groups, pharmaceutical industry, academia and learned societies) with 
a major interest in the orphan medicine development process. The committee also considered that such 
meetings would be a valuable opportunity to learn what those groups wanted to achieve through the 
European orphan medicine scheme. Due to the potentially divergent interests of the three groups and 
their different knowledge of the orphan medicine process it was considered advisable to start with 
three separate meetings. The COMP also contributed to a communication policy directed at interested 
parties, and the public in general. Part of this policy includes the development of a website, press 
releases and summaries of COMP opinions.  
 
6.1 Workshops with interested parties: pharmaceutical industry, patient organisations, academia 
and learned societies 
 
6.1.1 EMEA Workshop for Patient Organisations 
The workshop took place on 21 March 2001. There were sixty-six participants, among whom thirty-
four representatives of patients’ organisations. The workshop focused on the presentation of 
information relating to the orphan designation process, what has been achieved to date, protocol 
assistance and the marketing authorisation review process. With a view to increasing transparency, it 
was agreed that the following proposals will be taken forward by the EMEA for further consideration: 

• provision of more rapid and expanded access to information on orphan medicinal products 
• expansion of expert involvement in the designation process 
• possibility of increased involvement of patients’ representatives in COMP meetings and in ad-

hoc meetings of the COMP  
• the building up of a partnership with patients’ organisations 
• the development of a transparency policy on orphan medicinal products 

All participants underlined the importance of adequate funding to the success of the orphan initiative. 
 
6.1.2 Workshop with industry 
On 11 April 2001 the EMEA hosted a workshop with representatives from pharmaceutical industry: 
Emerging Biopharmaceutical Enterprises (EBE), a specialised group of EFPIA, the European 
Federation of Pharmaceutical Industries and Associations, and EuropaBio, the European Association 
for Bio-industries. There were 83 participants. The workshop date coincided with the first year of 
COMP activity and presented a useful opportunity to review progress. Thirty-four medicinal products 
had received orphan designation and over a hundred further applications had been submitted. 
Experience gained from this activity was discussed together with future developments particularly in 
transparency with sponsors of designated orphan medicinal products. The novelty of the procedures 
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and the specific role and competence of COMP were highlighted, particularly with regard to patients’ 
representation on the committee. It was underlined that the challenges faced in terms of the short 
evaluation time and high number of applications should not jeopardize the consistency of the 
committee’s scientific work for the designation of orphan medicinal products. The importance of 
teamwork between COMP and EMEA and of the links between COMP and CPMP, particularly in 
relation to Protocol Assistance activities was highlighted. Early consultation with EMEA through pre-
submission meetings was emphasized. Participants agreed that access to EMEA documents on orphan 
medicinal products through a dedicated area on its website should be provided.  Provision of a public 
summary report for positive and negative opinions on designations should be published by EMEA at 
the time of designation. Preparation of additional EMEA/COMP guidelines aimed at improving and 
streamlining the content of applications for designation was considered an important activity. The 
industry participants expressed a wish to increase opportunities for oral explanations to COMP and to 
establish performance indicators on the orphan designation procedure. 
 
6.1.3 Workshop with Health Professionals and Academia  
The meeting with health professionals took place on 24 January 2002. There were 34 participants to 
the workshop and seventeen medical specialists European societies and medical associations were 
represented. EMEA provided an overview of its scientific committees and how they could interact 
with experts from academia in the evaluation of orphan medicine designation applications and in the 
provision of Protocol Assistance for the development of orphan medicinal products. Representatives 
of academic bodies indicated a keen interest in becoming involved, and invited the EMEA to contact 
them and use their expertise.  
It was emphasised that in addition to the designation of orphan medicinal products one of the tasks of 
the COMP to advise the European Commission on all issues associated with orphan medicinal 
products. In this context there is a potentially important issue arising from the way in which different 
national policies might lead to different levels of access for patients to authorised orphan medicinal 
products within the EU.   
Representatives of academia expressed disquiet that in some instances substances which had long been 
used in therapeutic practice, but without government regulatory approval, had been the subject of 
major price increases once they received marketing authorisation with orphan status. This could mean 
that availability would also diminish. They wished for a mechanism1 to counter these problems, which 
they considered to be the consequence of the fact that a successful marketing authorisation for a 
medicinal product with orphan medicine designation in effect confers a monopoly on that product.  
In view of new emerging therapies and of the methodological difficulties for clinical trials resulting 
from the small patient populations COMP/EMEA will explore the possibility of routinely utilising the 
expertise of medical specialist organisations. 
 
6.1.4 Working Group of Interested Parties 
The creation of the COMP-Working Group of Interested Parties was decided by the COMP in May 
2001 and endorsed by the EMEA Management Board on 6 June 2001. This initiative derived from the 
two previous workshops of the EMEA on orphan medicinal products with the patient organisations in 
March 2001 and the pharmaceutical industry in April 2001. The aim of the COMP-WGIP is to create a 
forum for discussion composed of representatives of the key interested parties: EMEA (3), COMP (3), 
Patient Organisations (3), Industry (3) and Learned Societies (up to February 2003, 1) in the interest of 
public health and with a view towards improving access to medicinal products for patients affected by 
rare diseases. The mandate of the COMP-WGIP is to prepare proposals for the COMP concerning: 
transparency of EMEA/COMP activities related to the orphan designation procedure, optimisation of 
the orphan designation procedure, policy recommendations on orphan medicinal products and any 
other topic of interest at the request of the COMP. Its work is based on an annual work programme 
submitted to the COMP. 
Since its creation the COMP-WGIP has met 7 times (as of February 2003). Its achievements have 
been to increase the role of EMEA/COMP as a platform for communication between all interested 
parties on orphan medicines; to track the implementation of proposals arising from the different 
EMEA workshops with interested parties; to develop the templates and procedure for the COMP 
Public Summaries of Opinion; to improve easy access to information on OMP on the EMEA website; 

                                                 
1 This issue is under national responsibility within the Member States. 
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to organise a Joint Meeting With All Interested Parties on Policy Continuity in December 2002 in 
collaboration with EFPIA, EuropaBio and EURORDIS; to initiate and develop the public database 
project. 
 
6.1.5 Joint Meeting with all Interested Parties 
Following the separate meetings, a ‘Joint Meeting with all Interested Parties’ was held on 2 and 
3 December 2002 with a participation of 150 attendees in the workshops on the first day and 200 
persons in the main conference on the second day. Representatives from the European Parliament, the 
Commission, learned societies, pharmaceutical industry, patients’ organisations, the EMEA, and the 
COMP highlighted the outstanding outcome achieved since the Regulation came into force in April 
2000. During the first day of the meeting, in five parallel workshops, the following items were 
respectively discussed: Orphan Designation, Protocol Assistance, Clinical Trials, Marketing 
Authorisation and Patient Access to Orphan Medicinal Products. Participants in the workshops 
recognized several minor and major problems, but at the same time suggested possible solutions for 
these problems. The results of the five workshops were presented in a plenary session on day two. 
Most problems and suggestions for solutions have scientific, practical, regulatory and legal aspects. 
Some prominent points were:  

• Real availability of orphan medicinal products 
• Facilitation of (pre) clinical research 
• Evaluation of follow-up of treatment 
• An increased effort at the European level with regard to funding of research 
• Access to information on ongoing trials through a public database  
 

The Joint meeting with All Interested Parties was webcasted. This was a first for EMEA, setting a 
precedent for expanded communication and transparency. Surveys performed by www.webtrends.com 
show that over a thousand visitors have visited the webcast in the following four weeks, demonstrating 
that such meetings attract considerable public interest. 
 
6.2 Transparency and Communication  
 
Background  
Communication of information to patients and other stakeholders (industry, researchers, physicians, 
policymakers) is of utmost importance. The transparency policy of EMEA/COMP has been based on 
two principles: the information provided has to be clear and unambiguous; the process providing 
information should involve all interested parties. 
 
6.2.1 Website 
The EMEA website provides general information on the COMP, its members and its activities, 
including the regulation, guidance documents and answers to most frequently asked questions. From 
the EMEA website, the users can access the Community Register of Orphan Medicinal Products and 
the annually updated Inventory of Community and National Incentives. 
A direct easy access to information on orphan medicines has been available on the welcome page of 
the EMEA website since March 2002. 
 
6.2.2 Press releases and status reports 
Press releases are published on the EMEA website after each COMP meeting. They provide 
preliminary information about the applications reviewed, the status of orphan designation procedures, 
changes on the COMP, and general policy matters or documents for consultation or adopted. 
Press releases are also available after every Workshop organised by EMEA on OMP. 
Updated status reports are available on the EMEA website, and a brief overview of the status on 
orphan designations is also provided in these reports. 
 
6.2.3 Summaries of COMP Opinions 
Summaries of COMP Opinions are routinely available at the time of the adoption of the respective 
COMP opinion as decisions on orphan designation by the European Commission since March 2002. 
Those summaries of up to two pages, written in non-technical language, provide information on the 

http://www.webtrends.com
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condition, its prevalence, available methods of treatments, the orphan product designated, its 
mechanism of action, its development stage and the potential benefit expected. 
 
6.2.4 EMEA public information leaflet on orphan medicines 
In 2002, the EMEA published a 6-page leaflet available in 11 languages containing information about 
the Orphan Regulation, the role of EMEA/COMP, the application procedure, transparency policy, and 
the availability of public information for dissemination to patients and professionals.  
 
6.2.5 Orphan Public Database (‘Shared’ database)  
In order to address the need to provide reliable information on the development process of every 
orphan medicinal product beyond orphan designation such as development, authorisation for 
marketing, introduction on the market and actual availability to the patients in the 15 members states, 
the COMP-WGIP has developed with EMEA an elaborated concept for a database. The project is 
supported by the COMP and EMEA. The costs of the database technical developments, maintenance 
and assistance to the sponsors in providing the data were to be covered by EMEA and EFPIA (this was 
the reason for the name ‘shared’ database). The validation of data was to be the role of EMEA.  
The European Commission has recommended to EMEA/COMP that there are potential risks of 
conflict of interest and a possible contradiction with some of the provisions on advertising of Directive 
2001/83/EC. The group will develop new proposals in order to avoid the concerns raised. 
  
Recommendations: 
 
From a communication platform to a policy platform on orphan medicines: 
It was agreed by the participants to the Joint Meeting of All Interested Parties that an integrated and 
consistent European policy on orphan medicinal products is necessary and requires involvement and 
collaboration between EMEA/COMP, the European Commission (all the Directorates concerned) and 
all stakeholders. Constant communication between interested parties will continue to be necessary.  
All participants pointed this out as a key achievement of the past three years and a cornerstone for the 
future. The COMP position as a platform for communication and dialogue will be actively continued 
and the transparency policy should be reinforced. Based on this the time is right to develop COMP 
policy advice activities on orphan medicines through a more focussed dialogue, particularly through 
the continuation of the COMP-WGIP. 
 
Enhancing the international dialogue on orphan medicines: 
Orphan medicine legislation is an international issue addressing tremendous patient needs with very 
limited resources. In order to avoid duplication of efforts, save time and strengthen competitiveness, 
more international collaboration is needed. This should particularly be developed in conjunction with 
the US FDA, the Japanese Drug Agency and the regulatory authorities of other countries having an 
orphan medicine policy. A dialogue involving all interested parties on how best share resources and 
coordinate efforts is recommended.  
 
Introducing the accessing countries to Community orphan medicine policy: 
The EU orphan medicine Regulation and the role and work of COMP/EMEA need to be introduced in 
countries joining the EU. Special efforts should be made through workshops and follow up actions to 
facilitate full participation of representatives from new Member States to the COMP, and to involve 
representatives of interested parties from these future EU Member States. Special attention should be 
given to advocacy patient groups operating in those countries. 
 
Better access to orphan medicines under development: 
Data from ongoing clinical investigations, including clinical trials and expanded access programs, 
should be entered in databases shared by stakeholders but respecting patient confidentiality, as it is the 
case in cancer registries. Active participation of European-based patients’ organisations is, 
consequently, highly desirable. 
Unnecessary replication of small trials might also be avoided through a network coordinating clinical 
trials. 
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7 - Availability of orphan medicines to Patients  
 
Pricing and reimbursement policies are not within the remit of the COMP and remain subject to 
national authority decisions. However, because of the high price of some of the medicinal products 
intended for rare diseases, once available on the market, access to these medicines, in a timely manner, 
may become a very real problem. These matters were discussed among participants at the ‘Joint 
Meeting with all Interested Parties’ in December 2002.  It should be stressed that the main purpose of 
the Regulation is to ensure that patients suffering from rare disorders are entitled to receive high 
quality medicines equitably. 
 
7.1 Community Register (as of March 2003) of orphan medicinal products with a marketing 
authorisation in the Community since the publication of Regulation (EC) 141/2000  
 
Table 1: Overview of authorised orphan medicinal products 

 
Name of product 

 
Authorised therapeutic indication 

Date of Marketing 
Authorisation 

Fabrazyme  
(α-galactosidase A) 

Long-term enzyme replacement therapy 
in patients with a confirmed diagnosis of 
Fabry disease (alpha-galactosidase A 
deficiency) 

3 August 2001 

Replagal  
(α-galactosidase A) 

Long-term enzyme replacement therapy 
in patients with a confirmed diagnosis of 
Fabry disease (alpha-galactosidase A 
deficiency) 

3 August 2001 

Trisenox  
(arsenic trioxide) 

Induction of remission and consolidation 
in adult patients with relapsed/refractory 
acute promyelocytic leukaemia (APL), 
characterised by the presence of the 
t(15;17) translocation and/or the 
presence of the Pro-Myelocytic 
Leukaemia/Retinoic-Acid receptor-alpha 
(PML/RAR-alpha) gene.  

5 March 2002 

Glivec  
(imatinib mesylate) 
 

Treatment of adult patients with 
Philadelphia chromosome (bcr-abl) 
positive chronic myeloid leukaemia 
(CML) in chronic phase after failure of 
interferon-alpha therapy, or in 
accelerated phase or blast crisis. 
 
Treatment of adult patients with 
unresectable and/or metastatic 
gastrointestinal stromal tumours (GIST). 

7 November 2001 
 
 
 
 
 
 

24 May 2002 

Tracleer  
(bosentan) 

Treatment of pulmonary arterial 
hypertension and chronic 
thromboembolic pulmonary 
hypertension 

15 May 2002 

Zavesca  
(1,5-(butylimino-1,5-
dideoxy, D glucitol 
 

Oral treatment of mild to moderate type 
1 Gaucher’s diseaese. Zavesca may be 
used only in the treatment of patients for 
whom enzyme replacement therapy is 
unsuitable. 
 

17 October 2002 

Somavert  
(pegvisomant) 
 

Treatment of acromegaly 13 November 2002 
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Carbaglu  
(N-carbamyl-L-glutamic 
acid) 

Treatment of hyperammonaemia due to 
N-acetylglutamate synthetase deficiency 

24 January 2003 

 
More information with regard to designated and authorised orphan medicinal products is available on 
the EC website: http://pharmacos.eudra.org/F2/register/alforphreg.htm,  and on the EMEA website: 
http://www.emea.eu.int for the ‘Public Summaries of Positive Opinions for Orphan Designation’. 
 
7.2 Review by EURORDIS of products with regard to availability and pricing in all Member States 
(see also Annex 5) 
 
A survey was carried for the first five orphan products with a marketing authorisation (all granted 
through the centralised procedure, from August 2001 until May 2002). 
Although definite conclusions as yet cannot be drawn, certain findings appear remarkable. 
There is a wide heterogeneity in availability in the Community of market approved orphan medicines. 
All five are only available in five countries: Austria, France, Germany, Netherlands, Portugal, and UK. 
In three Member States, Belgium, Luxemburg and Ireland, less than three orphan medicines are 
available. Delays between Member States are also highly variable: the mean national delay for the five 
products is between 35 days (Germany) and 212 days (Portugal). Delays between countries for the 
same orphan medicine are also variable. Prices between Member States are also highly variable, both 
with respect to the mean price of all available orphan medicines in a certain member state and the 
price range between Member States of a certain orphan medicine. 
At present one can only speculate about the causes of these differences. However with some 
circumspection one might postulate an inverse relation between price and time delay between 
marketing authorisation and actually bringing the orphan medicine in question on the market: the 
longer this delay, the lower is the price.  
 
7.3 Pricing and reimbursement  
The European Regulation on orphan medicines creates incentives for the development and marketing 
of orphan medicines. A strong incentive is the 10 years of market exclusivity, but price might be as 
important. The Regulation has a provision (article 8.2) stating that the exclusivity may be challenged 
after five years at the initiative of a member state if the product is sufficiently profitable not to justify 
maintenance of market exclusivity.  The monopoly created by exclusivity puts national authorities in a 
difficult position when negotiating prices. Expertise in assessing the medical benefits of new 
medicines for rare diseases is scarce at the national level. Equity of access for patients in all Member 
States is an important principle, which needs to be acknowledged in implementing these Regulations. 
 
Recommendation:  
 
The COMP recommends that the EC consider that the Community has a role to play in the context of 
the European Orphan Regulation in improving the transparency and the co-ordination between 
Member States on price and reimbursement issues on orphan medicines.  One option would be to 
create an ad hoc advisory committee to the Commission, composed of representatives from all 
Member States (or volunteering Member States) clinicians and patient representatives for assessing the 
therapeutic benefit of the new medicine, its place in patient care and the potential size of the patient 
population likely to benefit. The Member States would still be responsible for pricing decisions but at 
least they would have a common framework to use when deciding a price and reimbursement policy. 
 
7.4 Off–label use, expanded access to clinical trials, use on a named patient basis  
Compassionate use, off- label use and other forms of prescribing medicines that are either not 
marketed, or not authorised for a specific (rare) condition, are relevant for patients with rare disorders, 
particularly in situations where no satisfactory treatment is available. To date, compassionate use is 
regulated by Member States. It is, however, preferable that a medicinal product has a marketing 
authorisation regarding the condition for which it is prescribed; the balance of clinical efficacy and 
benefit/risk will thus be better documented. Nevertheless the prescription of non-marketed medicines 
and off-label use, although variable in Member States, is common and will persist in the near future. 
With regard to the above-mentioned uses, there is to date no common policy in the EU. However, 

http://pharmacos.eudra.org/F2/register/alforphreg.htm
http://www.emea.eu.int
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some of these issues are under discussion in the review of Council Regulation (EEC) No 2309/93 (22 
July 1993) and of Directive 2001/83/EC. Off-label use is particularly common in children (see section 
9.1). 
 
7.5 European Community-United States comparison on orphan medicinal products 
The U.S. Orphan Drug Act was put into effect nearly 20 years ago, long before the implementation of 
the European Community Regulation on orphan medicinal products. In 2001, the EMEA initiated a 
survey of medicines designated and authorised in the US that are of potential interest in the 
Community. 
Since the introduction of the U.S. Orphan Drug Act, the U.S. authorities granted more than a thousand 
orphan designations. Of these, more than 200 subsequently obtained marketing authorisation. 
All active substances granted orphan status and marketing authorisation in the U.S. were reviewed in 
order to investigate the possible pre-existence of a marketing authorisation without orphan status for 
the same medical condition in the Community. 
The review has already revealed that a majority (85%) of orphan products available on the U.S. market 
have also been granted marketing authorisations in the Community: 54 through the EU centralised MA 
procedure, and 130 through national MA procedures. 
In addition, five applications for marketing authorisation through the Community’s centralised 
procedure, corresponding to products granted orphan status and marketing authorisation in the U.S. 
were withdrawn during the evaluation procedure. However, this does not mean that 85 % of US 
orphan medicinal products are available to EU patients but only about 50 %. Of the products subject to 
the mutual recognition procedure, the survey showed that only a quarter were granted marketing 
authorisation in all fifteen Member States, the majority (one half) being authorised in 6 to 14 Member 
States. 
The enquiry is ongoing, involving all EU Member States, Norway and Iceland. It is investigating 
further national marketing authorisations under the auspices of the MRFG (Mutual Recognition 
Facilitation Group). 
 
In exceptional cases, where a specific medicine is potentially efficacious in a serious medical 
condition but does not have a marketing authorisation, specific regulatory provisions may exist in the 
Community to make the product available to patients under “compassionate use” arrangement. 
 
Recommendations: 
 
The timetables laid down in the legislation for all stages of the processes from initial application for 
orphan designation up to the final grant of marketing authorisation should be adhered to. 
 
Patients and industry are looking for accelerated approvals, based on close co-operation between 
rapporteur and applicant. There can be significant delays between designation and MAA. A temporary 
authorisation might be considered as many patients are at risk during this period.  This might be 
supported by a possible “reimbursement” fund only to be released against strict criteria. However, this 
process would allow the allocation of a rapporteur earlier in the procedure that would help the 
applicant in the preparation of the MAA 
Geographical differences in access need to be eradicated. Wherever you live in the Community your 
hopes for speedy availability of new treatments are identical, and “the system” should not stand in 
your way of receiving them. Solidarity is a goal, not a cost. 
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8 - Interaction with the European 
Commission, National and International 

Organisations/Bodies 
 
At a number of meetings of the COMP, representatives from the European Commission and from 
international bodies gave presentations on policy matters regarding rare diseases, neglected diseases 
and orphan medicinal products.  These are listed below: 
 
Ms. G. Joliff-Botrell from DG Research B of the European Commission gave a presentation on an 
introduction on the Fifth Framework Programme (FP5) (May 2000). 
Dr. G. Fracchia from DG SANCO of the European Commission presented the scientific committees of 
the European Commission (May 2000). 
Mr. L. Martinelli from Unit Communicable, Rare and Emerging Diseases at DG SANCO G of the 
European Commission presented the Community Action Programme on Rare Diseases (February 
2001).  
Dr. A. Wolf from Mission des Médicaments Orphelins presented the background to the development 
of the European Orphan Regulation (July 2000). 
Dr. S. Aymé from INSERM, France presented the ORPHANET database. The database includes 
information on rare disease, research projects, laboratories, clinics, patient organisations and experts 
(July 2000).  
Mr. T. Andersen from EURORDIS gave a presentation in December 2000 on the organisation and the 
PARD I project – Orphan Medicinal Products to the Service of Patients affected by Rare Disorders. 
The objectives of this project are the strengthening of existing national alliances and the development 
of new ones, the development of partnerships, the identifications of needs and problems, and to 
produce recommendations at National and European levels. 
At the COMP meeting in February 2002 Mr. Andersen gave a second presentation on the PARD I 
project. Major findings in this project include: unequal access to diagnosis and treatment of rare 
disorders across Europe, limited access to information, inadequate co-operation on national and 
European level, delayed access to orphan medicinal products after marketing authorisation and 
insufficient data collection with regard to side effects.   
Dr. P. Trouillet, Dr. Y. Champey and Dr. N. Ford from Médecins sans Frontières (MSF) presented the 
problems of diseases in developing countries. To date the COMP can only designate medicines as 
orphans if they fulfil the criteria in Regulation (EC) 141/2000. Nevertheless it is clear that this leaves 
problems not addressed in the developing world, especially for neglected diseases (November 2001). 
Prof. J. Olsen from the European Section of the International Association of Epidemiologists gave a 
presentation on Measuring Disease Frequencies (December 2001).  
Dr. S. van Weely from the Dutch Steering Committee on Orphan Drugs informed the COMP on 
developments of rare diseases policy in The Netherlands, in particular with regard to this committee 
(May 2002). See also Annex 4. 
 
Observers who attended COMP meetings: 
The closest partner of the COMP has been the Office for Orphan Products Development at the FDA. 
Its Director, Dr Haffner visited the COMP plenary meeting as well as other scientific meetings of the 
COMP. Several members of the EMEA staff and COMP spent time at the FDA Office for Orphan 
Products Development. This was the opportunity for a close cooperation between the FDA reviewers 
of orphan applications and the COMP and EMEA coordinators of the European procedures. 
 
A meeting with a Korean Delegation took place at the EMEA in which the two parties informed each 
other about the activities regarding orphan medicines in their respective territories.  
 
Furthermore, two visiting experts from the Japanese authority at the EMEA had close contact to the 
COMP activities.  
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In addition, observers from Estonia, Poland, Slovak Republic and Slovenia have attended COMP 
meetings. 
 
EPPOSI 
The European Platform for Patient Organisations, Science and Industry (EPPOSI), has been 
established to provide a neutral platform on which the various stakeholders can meet to discuss items 
of common concern free from the necessity of defending an organisational or a political perspective.  
Since its creation it has had, as one of its strategic priorities, an interest in promoting awareness of the 
needs of those affected by rare diseases. 
The interests of mainstream academic, clinical and commercial development have typically bypassed 
EPPOSI as the number of potential beneficiaries from groundbreaking research will always remain 
small. 
Notwithstanding these very real limitations, those affected by rare disorders have the same hopes for 
the development of safe, effective medicines as those with more common disorders (disabilities). 
To patients with a rare disorder the adoption of the Orphan Medicinal Products Regulation acts as a 
beacon of hope. The Regulation provides a vehicle by which commercial and industrial investors 
would become interested in rare disorders.  But the translation of possibility into reality requires 
practical support.  EPPOSI, lacking any historical "baggage", and with a neutral position in the middle 
ground, provides a suitable vehicle to bring stakeholders together for mutual benefit.  To date yearly 
seminars have been organised - in Brussels, Paris and Rome - in which several COMP members have 
taken an active role in bringing together clinicians, industrialists and patients to ensure that good 
science is developed into new products for the benefit of patients living with rare disorders in the EU.  
The next step for patients is to see that orphan medicines are made available to those who need them 
promptly and affordably in the national health care system across the EU - an issue which EPPOSI is 
beginning to turn its attention to. 
For the Orphan Medicinal Product Regulations to be truly adjudged as a success, this final hurdle will 
have to be surmounted.  Whilst it (strictly) remains outside the competence of the COMP, the patient 
organisation representatives who are members of the Committee look to their colleagues to ensure that 
this goal does not remain a dream, but becomes a reality for the EU citizens who potentially stand to 
benefit as a consequence of the COMP 's deliberations. 
 
Recommendations: 
 
The second term of the COMP should continue and expand these activities, ensuring a continuous 
exchange of information between relevant international bodies. 
 

9 - Other aspects of Orphan Policy and advice 
to European Commission 

 
9.1 Paediatrics 
 
The European Commission has put forward through DG Enterprise a proposal, ‘Better Medicines for 
Children, Proposed Regulatory Actions on Paediatric Medicinal Products’. 
Children constitute about 20% of the EU population. Orphan diseases often affect children. Many of 
the classical orphan diseases (such as inborn errors of metabolism) begin in childhood.  
Approximately 67% of orphan designations to date have been in conditions, which may involve 
children, however only 12% of designations have been in conditions exclusive to children. In addition 
to conditions which are rare in both adults and children (e.g. storage diseases) there are conditions 
which fulfil the criteria of the orphan regulation, although not considered ”rare” in children because 
these conditions exist in a narrow age range and not in adults (e.g. Respiratory Distress Syndrome and 
Patent Ductus Arteriosus of premature newborns). Although children have benefited from the Orphan 
Regulation, it has become obvious that the Regulation as such is not enough to solve the problem of 
children as “therapeutic orphans”. There are conditions, rare in children but not in adults (e.g. 
hypertension, AIDS/HIV) and conditions common in both adults and children (e.g. migraine), where 
the same quality of treatment is not available for children as for adults. About 55% of orphan 
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designations have been for conditions involving both adults and children. An important question is 
whether the relevant orphan medicinal products will be available for children in a suitable formulation, 
labelled for use in all relevant age groups without delay. 
The COMP has recognised this problem and has collaborated on this issue with the recently 
established CPMP Paediatric Expert Group (COMP-liaison to PEG: K. Hoppu). On 22 October 2002 
the COMP and the PEG organised a Workshop on Methodological Aspects of Clinical Trials in Small 
Populations at the EMEA (see also section 3 on Protocol Assistance).  
The Council (Dec 2000) and the Commission have acknowledged the problem of paediatric medicinal 
products within the Community. The Commission published in February 2002 the discussion paper 
“Better Medicines for Children”, showing its intent to provide special measures. The COMP has 
supported the initiative in its comments on the paper.  
 
9.2 Interpreting the Orphan Regulation 
During the 3 years since its inauguration, the COMP has felt the need on several occasions to 
communicate with the European Commission on matters requiring clarification or interpretation of the 
Regulation. 
 
The COMP remains mindful of the spirit of the Regulation in encouraging the development of 
medicines for tropical diseases or "neglected diseases".   However, the availability of treatments in the 
EU for many of these makes fulfilment of the “significant benefit” criteria difficult. 
The COMP also sought the advice of the Commission EC on the legal aspects and potential 
implications of an EMEA proposal to establish a "shared" database on the availability of orphan 
medicinal products as part of its transparency initiative. The Commission was sympathetic to the 
proposal, but advised against the database due to concerns about funding, a potential breach of 
advertising regulations, and its possible use as a promotional tool (see also section 6.2.5). 
 
The COMP proposed to the EC that stronger emphasis should be laid upon research projects on rare 
diseases and orphan medicines in the 6th Framework Programme. Finally, the COMP obtained 
clarification to the question as to whether, for example, tissues and cells removed and processed 
externally for autologous administration fell within the definition of a "medicinal product". The 
Commission confirmed that such products did fall within the definition of a "medicinal product" as set 
out in Article 1(2) of Directive 2001/83/EC and the criteria established by legislation on orphan 
medicinal products could be applicable. 
 
9.3 Enlargement of European Union: accession of new Member States 
The enlargement of the European Union is planned for 2004 with 10 new Member States joining the 
EU. In order to phase in the process, as of March 2003 observers are welcome to attend scientific 
Committees, including COMP. However, available resources may limit this participation in practice. 
New Member States will also bring their own needs for availability of medicines intended for rare 
diseases, new patients’ organisations, and new experts in the field. 
 
9.4 Budget of EMEA for implementing the Regulation on Orphan Medicinal Products 
All activities relating to COMP and its procedures are free. Therefore, the activities of the COMP 
itself, the designation procedures and follow up, meetings with interested parties and EMEA staff 
working on orphan medicines are financed by the EMEA on its budget.  
 
In addition, incentives linked to the orphan designation status include fee reductions or waiving for a 
number of activities pre- and post-authorisation (protocol assistance, marketing authorisation 
applications, inspections, annual fee, variations). These fee reductions are financed by a special 
contribution from the Community. In 2001, a total of € 1 297 500 was used for fee reductions for 
orphan medicines. In 2002, the amount available was € 3 300 000. The EMEA requested € 6 200 000 
for 2003, but received only € 3 300 000 despite the increasing number of fee-related activities for 
orphan medicinal products. The current policy allows for 100% fee waiving for protocol assistance, as 
this is seen by COMP as priority, especially for small-to-medium size companies with limited 
experience, and 50% fee reduction for all other activities. In order to maintain the necessary incentives 
to develop and make available medicines intended for rare diseases, a clear Community policy and 
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sustained appropriate funding is necessary for the future. The success of the European orphan 
Regulation should not run short of resources after only 3 years. 
 
Recommendations 
 
1. Neglected Diseases 
The European Commission might consider how to address the lack of effective medicines for 
neglected diseases with regard to the existing Regulation on orphan medicinal products. 
The EMEA budget and the EU special contribution to orphan medicines need to reflect the growing 
number of designation, marketing authorisation and post marketing activities. 
 
2. Enlargement 
Proper resources from the European Commission to the EMEA for adequate involvement of the 10 
accessing countries in COMP activities as of 2004. 
 
3. EMEA budget and fee reductions 
Fee reduction at the time of protocol assistance or marketing, and/or post marketing is a major 
incentive. It is of utmost importance for the international competitiveness of the European system to 
support the development of orphan medicines. However, it needs to be applied in a consistent and 
creative manner to achieve the goal foreseen in the legislation.  
 
For protocol assistance, the COMP recommends a full fee reduction. 
 
For marketing applications and post-marketing activities two alternative approaches are proposed by 
the COMP: 
To gradually reduce the fee reduction during the course of the 10-year market exclusivity period 
To adjust the fee reduction according to the prevalence of the indication from 100% fee reduction for 
an orphan medicine in an indication below 1 per 10 000, 80% fee reduction for an indication with a 
prevalence of 2 per 10 000, and so on. This approach might stimulate the development of orphan 
medicines for the rare disorders with very low prevalence 
 
The two approaches might also be combined 
 

10 - National incentive measures 
 
Article 9 of the Regulation (EC) 141/2000 on orphan medicinal products requires Member States to 
communicate to the Commission detailed information concerning any measure that they have enacted 
to support research into, and the development and availability of orphan medicinal products or 
medicinal products that may be designated as such. In the table an overview of national incentives is 
given. A more detailed recital is available via the European Commission as an Inventory of 
Community and national incentive measures, revision 2002. The inventory will be updated on a 
regular basis. 
 
Table 2: National incentives (updated April 2003) 

 Tax credit for 
research/industry 

Fee waivers General 

Austria  +  
Belgium  +  
Denmark  + Scientific advice to patients’ organisations, 

researchers and industry  
Finland  + Advice on and funding of research 
France +  Funding of research 

Funding patients’ organisations 
Germany   Rapid authorisation 

Reduced documentation for MAA 
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Funding research 
Greece    
Ireland   Funding the (future) European Institute for 

Clinical Trials in Rare Diseases 
Italy   Funding research 

Funding National Center for Rare Diseases  - 
Instituto Superiore di Sanità (ISS) 
NEPHIRD (Network of Public Health 
Institutions on Rare Diseases) 
National project on Rare Diseases – (ISS) 
National Registry for Rare Diseases (ISS) 
National Steering Committee for Rare 
Diseases – Ministry of Health 

Luxembourg    
Portugal  +  
The 
Netherlands 

+ 1) + National Steering Committee for Orphan 
Drugs 
Funding research 

United 
Kingdom 

+ + Scientific advice to sponsors 
Rapid authorisation 
Reduction in service charges for sponsors 

Spain  + Accelerated marketing authorisation review 
Sweden  + Scientific Advice to Sponsor; National 

Database for Rare Diagnosis 
1Tax credits are applicable to companies that foster and use any type of high technological research 
 
Recommendations: 
 
Member States should consider further ways to implement measures to stimulate the development of 
orphan medicinal products as suggested in article 9 of the Regulation 
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Chapter 3 
 
Conclusions 
 
The Committee for Orphan Medicinal Products (COMP) was inaugurated in April 2000 in accordance 
with article 4 of the Regulation. Its main tasks are to designate orphan medicinal products, to develop 
detailed guidelines, to establish liaisons internationally and with interested parties, and to advise the 
Commission on policies with regard to these orphan medicinal products. Since its inauguration the 
COMP has assessed almost 250 applications of which two thirds received a positive opinion. Although 
at the end of its first mandate eight products have already received a marketing authorisation, it is as 
yet too early to estimate how many of the orphan products designated at present will receive a 
marketing authorisation. During its first three-year mandate the COMP has also initiated many public-
health related activities: foremost among these is the establishment of a liaison with patients’ groups, 
the scientific world, pharmaceutical industry, and several international organisations. Other important 
tasks are the implementation, in co-operation with the EMEA and without prejudice to confidential 
matters, of a transparent communication policy. 
Individual COMP members have been active in national organisations for rare disorders and have 
given oral presentations and published articles intended for specific and general audiences.  
Although a European policy on rare disorders and on orphan medicines has been put into effect, it is 
clear from the experience gained in the past three years that many problems are still unresolved. In 
many rare disorders there is a lack of knowledge on disease processes, on the precise influence of 
genetics, on prevalence figures, and on how to conduct clinical trials. Increased efforts at the 
Community level are urgently needed to address these issues. 
The reimbursement and by implication access to orphan medicinal products, is, although not in the 
remit of the COMP, another not fully resolved issue. There is a feeling among interested parties that 
the Regulation would fail to achieve its ends should unequal access in the Community persist in spite 
of an increasing number of marketing authorisations of orphan medicines. 
The so-called ‘neglected diseases’ affect many patients in developing countries, but cannot benefit 
directly from EU orphan designation, due to some restrictions in the current Regulation. The COMP is 
fully aware of this and has, although the issue is likewise not in its remit, expressed its concerns to the 
Commission. 
 
During its next three-year mandate the COMP should continue to act as a catalyst for increasing public 
awareness of rare disorders and orphan medicines in the European society as a public health priority. 
To fulfil this task the COMP has identified among others, several important issues for further 
improvement that need to be discussed with all stakeholders: 
  
• To improve the procedure of application for designation; 
• To promote basic and clinical research in rare disorders; 
• To create a dynamic network of experts in rare conditions; 
• To improve knowledge on prevalence of rare disorders; 
• To contribute to equal access to orphan medicinal products throughout the Community; 
• To involve the new Member States and the interested parties; 
• To strengthen international co-operation and develop policies on neglected diseases.   
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ANNEX 1: 
Past and Present Members of the COMP  
 
 
Dr. André LHOIR    België/Belgique/Belgien 
Dr Heidrun BOSCH-TRABERG   Danmark                   
(January 2001-) 
Dr. Jan RENNEBERG    Danmark  
(April-December 2000) 
Dr. Rembert ELBERS    Deutschland2 
(September 2000- )  
Prof Tilmann OTT  Deutschland 
(April-July 2000) 
Prof. George STATHOPOULOS  Eλλαδα 
(October 2000-) 
Prof. Thrassyvoulos KEPHALAS  Eλλαδα  
(April-September 2000) 
Prof. Josep TORRENT-FARNELL  España 
(April 2000-January 2001, thereafter 
acting as chairman without deliberating 
vote, in accordance with the changed 
Rules of Procedure) 
Dr. José Felix Olalla MARAÑON  España 
(February 2001- ) 
Dr. François MEYER    France 
Dr. Brendan BUCKLEY   Ireland 
Dr. Domenica TARUSCIO   Italia  
Prof. Henri METZ    Luxembourg/Luxemburg 
(November 2000- )  
Mme. Mariette BACKES-LIES   Luxembourg/Luxemburg 
(April–October 2000) 
Harrie SEEVERENS    Nederland3 
Prof. Bernd JILMA    Österreich 
(July 2002- ) 
 Prof. Hans Georg EICHLER   Österreich 
(April 2000-June 2002) 
Prof. José Manuel Gião TOSCANO RICO Portugal 
Prof. Kalle HOPPU    Suomi/Finland4,5 
Dr. Kerstin WESTERMARK   Sverige 
Dr. Rashmi SHAH    United Kingdom2 
(from June 2000- )  
Dr. Alex NICHOLSON    United Kingdom 
(April–May 2000 and May–September 2001  
temporary replacement of Dr. Shah) 
Dr. Eric ABADIE    EMEA Representative (CPMP member) 
(March 2001- ) 
Dr. David LYONS    EMEA Representative (CPMP member) 
(March 2001- ) 

                                                 
2 COMP Representative at the Scientific Advice Working Group (SAWG) 
3 Chairperson of COMP BWG and Rapporteur for the 3 year COMP Report 
4 COMP Representative at the EMEA Paediatric Expert Group (PEG) and chairperson of the Prevalence Ad hoc 
Group 
5 Rapporteur of the Points to Consider on the Calculation and Reporting of the Prevalence of a Condition for 
Orphan Designation (COMP/436/01) 
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Dr. Mary TEELING    EMEA Representative (CPMP member) 
(April 2000-February 2001) 
Prof. Jean-Michel ALEXANDRE  EMEA Representative (CPMP Chair) 
(April – December 2000) 
Prof. Gianmartino BENZI   EMEA Representative (Management Board 
      Member) 
Mr. Abascal ALONSO    Patients’ Organisation Representative 
Mr. Yann LE CAM     Patients’ Organisation Representative6 
Mr. Alastair KENT    Patients’ Organisation Representative 
 
Observers 
Ms. Fabrizia BIGNAMI    Patients’ Organisation Representative 
(July 2002-) 
Ms. Hawa DRAME    Patients’ Organisation Representative 
(April 2000-June 2000) 
Dr. Philippe MOUROUGA   Patients’ Organisation Representative 
(September 2002-) 
 
Permanent Observers (EFTA)  
Dr. Randi NORDAL    Norway 
Dr. Sigurdur THORSTEINSSON  Iceland 
 
Permanent European Commission Representative: 
Ms. Julia DUNNE 
(July 2002-) 
 Ms. Emer COOKE 
(April 2000-June 2002) 
 

                                                 
6 Vice-chairperson of the COMP and chairperson of the Working Group with Interested Parties 
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ANNEX 2 
List of Nominated Experts 
 
Experts Institute 
Alcami Pertejo Dr. J. Instituto de Salud Carlos III, Madrid, Spain 
Antunes Prof. F. Clinica Universitária de Doencas Infecciosas, Lissabon, Portugal
Aractingi Dr. S. Hôpital Tenon, Paris, France 
Artigas Dr. J. Hospital de Sabadell, Sabadell, Spain 
Askmark Prof. H. University Hospital, Uppsala, Sweden 
Aubier Prof. M. Hôpital Bichat, Paris, France 
Avendano Dr.C. Hospital Clínico Puerta de Hierro, Madrid, Spain 
Aymé Dr. S. INSERM, Paris 
Baran Prof. D. Hôpital Universitaire Erasme, Brussels, Belgium 
Barsy Prof. De Centre Neurologique William Lennox, Ottignies, Belgium 
Barton Dr. C. Nr Wallingford, United Kingdom 
Bedane Dr. C. CHU Dupuytren, Limoges, France 
Bosaeus Dr. I. Sahlgrenska University Hospital, Gothenburg, Sweden 
Bron Prof. D. Clinique d’Hématologie, Brussels, Belgium 
Burn Prof. J. International Centre for Life, Newcastle, UK 
Bursztyn Dr. J. Hôpital Saint Vincent de Paul, Paris, France 
Caballero Molina Dr. Hospital Universitario La Paz, Madrid, Spain 
Cant Dr. A. Newcastle General Hospital, Newcastle, UK 
Chabás Bergón Dr. A. Instituto de Bioquímica Clìnica, Barcelona,Spain 
Cicardi Dr. Maggiore Hospital, Milan, Italy 
Clanet Prof. M. C.H.U. Hôpital Purpan, Toulouse, France 
Cohen Tervaert Prof. J-W Universitair Medisch Centrum, Maastricht, The Netherlands 
Cordier Prof. J.-F. Hôpital de Lyon, France 
Croockewit Dr.S. Universitair Medisch Centrum, Nijmegen, The Netherlands 
Crowe Dr. C. Mater Privat Hospital, Dublin, Ireland 
Danis Prof. M. Hôpital Pitié Salpêtrière, Paris, France 
Dapena Fernández Dr. F. Hospital Universitario Virgen del Rocio, Sevilla, Spain 
Dautzenberger Prof. Groupe hospitalier Pitié, Paris, France 
Day Dr. S. Medicines Control Agency, London, UK 
Deram Dr. I. Association des Maladies Mitochondriales, Cannes, France 
De Unamuno Dr. P Hospital de Dermatología, Salamanca, Spain 
Dissel Prof. J. van Leids Universitair Medisch Centrum, Leiden, The Netherlands 
Dodt Dr. J. Paul-Ehrlich-Institut, Langen, Germany 
Dolk Prof. H. University of Ulster at Jordanstown, UK 
Ducreux Dr. M. Institute Gustave Roussy, Villejuif, France 
Dulac Prof. O. Hôpital St Vincent de Paul, Paris, France 
Dunkel Dr. L.  Hospital for Children and Adolescents, Hyks, Finland 
Edan Prof. G.  Hôpital Pontchaillou, Rennes, France 
Ekbom, Prof. A. Karolinska Hospital, Stockholm, Sweden 
Ellegard Dr. L. Sahlgrenska University Hospital, Gothenburg, Sweden 
Enriquez de Salamanca Dr. R. Hospital Universitario Doce de Octubre – Madrid – Spain 
Ersbøll Dr. J. Danish Medicines Agency, Brønshøj, Denmark 
Español Dr. T. Hospital Vall d’Hebron, Barcelona, Spain 
Falissard Dr. B. Unité de Santé Publique, Hôpital Paul Brousse, Villejuif, France
Feltelius Dr. Medical Products Agency, Uppsala, Sweden 
Ferillo Prof. F. Università Ospedale San Martino, Geneva, Italy 
Flahault Dr. A Faculté de médecine Saint-Antoine, Université Paris VI, France 
Fleury Dr. H. Hôpital Pellegrin, Bordeaux, France 
Fontaine Prof. B. Faculté de Médicine Pitié Salpêtrière, Paris, France 
Friede Dr. T. Medical Statistics Unit, Lancaster University, UK 
Gangneux Dr. J Hospital Pontchaillou, Rennes, France 
Gendre Dr. J-P. Hôpital Rothschild, Paris, France 
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Experts Institute 
Gerdin Prof. B. Uppsala Univerity Hospital, Uppsala, Sweden 
Greene Mrs. L. CLIMB, Cheshire, UK 
Haguenau Prof. M. Hôpital Lariboisière, Paris, France 
Heijerman Dr. H. Ziekenhuis Leyenburg, Den Haag, The Netherlands 
Hermes Dr. U. BfArM, Berlin, Germany 
Hilton-Jones Dr. D. Radcliffe Infirmary NHS Trust, Oxford, United Kingdom 
Hirst Dr. M. The Open University, Milton Keynes, United Kingdom 
Holmberg Prof. C. University of Helsinki, Finland 
Hoppe Dr. U. Federal Institute for Drugs and Devices, Berlin, Germany 
Horgan Dr. M. Cork University Hospital, Cork, Ireland 
Houdenhove Prof. Van Universitair Ziekenhuis, Lubbeek, Belgium 
Houyez Mr. European AIDS Treatment Group, Düsseldorf, Germany 
Ingerslev Dr. J. University Hospital Skejby, Aarhus, Denmark 
Iolascon Dr. A.  University of Foggia, Italy 
Isnard Dr. R. Hôpital Pitié-Salpêtrière, Paris, France 
Izquierdo Dr. G. Hospital Universitario, Sevilla, Spain 
Johnsen Dr. H. Herlev Hospital, Herlev, Denmark 
Jong Dr L. de Academisch Medisch Centrum, Amsterdam, The Netherlands 
Jonsson Dr. B. Medical Products Agency, Uppsala, Sweden 
Kääpä Dr. P. University of Turku, Turku, Finland 
Kern Dr. U. Federal Institute for Drugs and Devices, Berlin, Germany 
Killalea Dr. S. Irish Medicine Board, Dublin, Ireland 
Kivistö Dr. K. University Central Hospital, Helsinki, Finland 
Koch Dr. C.  Danish Fibrosis Center, Copenhagen, Denmark 
Kodym Dr. R. Clinic for Radiotherapy and Radiobiology, Vienna, Austria 
König Dr. H. Paul Ehrlich Institut, Langen, Germany 
Köpcke Prof. W. Institut für Medizinische Informatik,  Münster, Germany 
Kyrle Prof P. Universitaetsklinik fur Innere Medizin, Vienna, Austria 
Lee Dr. Ph. The National Hospital for Neurology and Neurosurgery , 

London, UK 
Lööf Prof. L. Central Hospital, Västerås, Sweden 
Lopez Barneo Dr. J.  Facultad de Medicina, Sevilla, Spain 
Lorente Acosta Dr. M. Hospital Torrecardenas, Almeria, Spain 
Lyon-Caen Prof. Hôpital de la Salpêtrière, Paris, France 
Matheron Dr. S. Hôpital  Bichat, Paris, France 
McKenna Prof. W. St. Georges Hospital, London, UK 
Miravitlles Dr. M.  Hospital Vall D’Hebron, Barcelona, Spain 
Mol Dr. P. de Service de Microbiologie Médicale, Liège, Belgium 
Morgan Prof. B. P. University of Wales, Cardiff, UK 
Morros Dr. R. Hospital de Sant Pau, Barcelona, Spain 
Mortensen Dr. N John Radcliffe Hospital, Oxford, UK 
Mourouga Dr. P. French Cancer League, Paris, France 
Mustajoki Dr. P. University Central Hospital, Hus, Finland 
Neuberger Prof. J. Queen Elisabeth Hospital, Birmingham, UK 
Nissen Dr. N. University Hospital Rigshospitalet, Copenhagen, Denmark 
Nunes Antunes Prof. F. Hospital de Santa Maria, Lisboa, Portugal 
Ogier de Baulny Prof. h. Hôpital R. Debré, Paris, France 
Olsen Prof.J. European Section of International Association of 

Epidemiologists 
Ordas Santa Thomas Dr. J. Madrid, Spain 
Patja Dr. K. National Public Health Insitute, Helsinki, Finland 
Pavlovic Dr. M. AFSSAPS, Saint-Denis, France 
Peñalva Dr. M Centro de Investigaciones Biológicas, Madrid, Spain 
Philippe Dr. N. Hôpital Debrousse, Lyon, France 
Piitulainen Dr. E. Malmö University Hospital, Malmö, Sweden 
Pineda Dr. M. Hospital San Juan de Deu, Barcelona, Spain 
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Experts Institute 
Pisani Prof. P. International Agency for Research, Lyon, France 
Pisonero Ruiz Dr. P. Spanish Association, Tudela de Duero, Spain 
Plesner Dr. T. Herlev Hospital, Herlev, Denmark 
Ploeg Dr. A. van der  Sophia Kinderziekenhuis, Erasmus Universiteit, Rotterdam, The 

Netherlands 
Pocchiari Prof. M. Istituto Superiore di Sanita, Rome, Italy 
Pohjola-Sintonen Dr. S. Peijas Hospital, Vantaa, Finland 
Posada de la Paz Dr. M. Instituto de Salud Carlos III, Madrid, Spain 
Powell Dr. M. Medicines Control Agency, London, UK 
Puig Dr. M. Hospital del Mar, Barcelona, Spain 
Quinlivan Dr. R. Royal Shrewsbury NHS Trust, Shrewsbury, UK 
Ramsøe Jacobsen Dr. J. Rigshospitalet, University of Copenhagen Hospitals, Denmark 
Revuz Prof. J. Hôpital Henri Mondor, Créteil, France 
Rey Prof C. Hôpital Cardiologique, Lille, France 
Rodríguez de Cordoba Dr. S. Centro de Investigaciones Biologicas, Madrid, Spain 
Rogers Prof. T. Imperial College, London, UK 
Rougier Dr. P. Hôpital Ambroise Paré, Boulogne, France 
Said Prof. G. Hôpital Bicêtre, Paris, France 
Schapira Prof. A. Royal Free Hospital, London, UK 
Schlemmer Prof. B. Hôpital St Louis, Paris, France 
Schuiteneer Dr. B. de Ministry of Social Affairs, Brussels - Belgium 
Segal Prof. A. University College London, UK 
Seitz Prof. R. Paul-Ehrlich-Institut, Langen, Germany 
Seymour Prof. C. St. George’s Hospital Medical School, London, UK 
Seyoum Ido Dr. M. Istituto Superiore di Sanità, Rome Italy 
Shanahan Prof. F. Cork University Hospital, Cork, Ireland 
Sierra Dr. J. Hospital Sant Pau, Barcelona, Spain 
Simmoneau Prof. G. Hôpital Antoine Béclère, Clamart, France 
Sørenson Dr. S. The Panum Institut, Copenhagen, Denmark 
Stein Prof. G. Friedrich Schiller Universität, Jena, Germany 
Stoll Prof. C. Hôpital de Hautepierre, Strasbourg, France 
Sturfelt Dr. G Lund University Hospital, Sweden 
Tison Dr. F. Centre Hospitalier Universitaire, Bordeaux, France 
Tonini Prof. M. University of Pavia, Italy 
Torres Dr. F. Universitat Autónoma de Barcelona, Spain 
Trautinger, Prof. F. University Vienna, Vienna, Austria 
Unger Prof. Klinik für Tumorbiologie, Freiburg, Germany 
Victor Prof. A. Medical Products Agency, Uppsala, Sweden 
Vittecoq Prof. D. Hôpital Paul Brousse, Villejuif, France 
Vlachoyiannopoulos Dr. P. University of Athens, Greece 
Westermark Prof. P. Uppsala University, Sweden 
Wolf Dr. J. de Academisch Ziekenhuis Groningen, The Netherlands 
Wood Dr. N. Institute of Neurology, London, United Kingdom 
Zeicher Dr. M. Ministry of Health, Brussels, Belgium 
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ANNEX 3 
Publications / presentations by COMP members  
 
Eric ABADIE 
PRESENTATIONS 
Accelerated approval and compassionate use. Barcelona, 6 June 2002. 
 
Accelerated approval and compassionate use. Paris, 12 October 2002. 
 
Moisés ABASCAL  ALONSO 
PRESENTATIONS 
I+D+I de medicamentos huérfanos:Necesidad de implicarse en la Investigación. ESAME-Fundació Doctor Robert, Barcelona (Spain), 
13 December 2001.                                                                                 
 
European Rare Disease Awareness Conference. Construyendo juntos la Federación Española de Enfermedades Raras 
Fundació Doctor Robert - EURORDIS  (European Organisation for Rare Disorders) - FEDER  (Federación Española de Enfermedades 
Raras), Barcelona (Spain), 14 –15 June 2002.  
 
Trabajando Juntos. Presntación de FEDER I Congreso Internacional de Medicamentos Huérfanos y Enfermedades Raras. Colegio Oficial de 
Farmacéutoicos de Sevilla. (Spain) February 2000. 
 
El Papel de las organizaciones de pacientes. XI Congreso de AHUCE Osteogénesis Imperfecta October 2020. Córdoba (Spain). 
 
El papel de la Federación Española de Enfermedades Raras, XIX Congreso de ASEM Madrid  September 2002 (Spain). 
 
Mesa Redonda sobre Medicamentos Huérfanos. Contribución de las Asociaciones de Pacientes. XLVII Congreso de la Sociedad Española de 
Farmacia Hospitalaria September 2002.Barcelona. (Spain).     
 
Las Enfermedades Raras en la Atención Primaria, Congreso de la Sociedad Española de Medicina Familiar y Comunitaria . 
November 2000.Gijón. Asturias.(Spain).                                                                                                       
 
Curso sobre aspectos sanitarios dirigido a ong’s  y celebrado en e l centro de día  y formación permanente “La Charca”. 
“Las enfermedades raras, su diagnóstico y tratamiento. Situación en Europa y en nuestro país” Murcia (Spain) 29-30 July 2001.  
 
PRENSA Y REVISTAS 
Nº monográfico en Revista Minusval sobre Enfermedades Raras. Revista Minusval 124, páginas (23-34)”. (2000). Enfermedades Raras en 
España. 
 
Necesidad de mejorar el acceso a Medicamentos Huérfanos. Correo Farmacéutico. May 2002. 
 
Medicamentos Huérfanos y Enfermedades raras. Revista del Consejo General de C. Farmacéuticos Madrid. España September 2002. 
 
Los Paciente elevan su voz.  Diario El Mundo 5 October 2002. 
 
Medicina TV. Las enfermedades raras nuevas perspectivas. November 2000. 
 
Dossier sobre Enfermedades Raras Revista OCU-Salud May 2002. La unión hace la fuerza. 
 
Presente y Futuro de las enfermedades raras. Revista OFFARM. (Pendiente de Publicación) March-April 2003. 
 
Suplemento  de Salud del periódico ABC. October 2000. 
 
Reportaje sobre enfermedades raras en el dominical El Semanal. 11 November 2001.Difusión  nacional 
 
Coloquio sobre enfermedades raras, Asociación de la Prensa. Madrid. 27 May 2002. 
 
Entrevista a : Moisés Abascal. Las enfermedades raras a debate .Servimedia para www.cermi.es. September 2002. 
 
Revista Interviú, Entrevista por Nieves Salinas, Situación de las Enfermedades Raras en España  18 November  2002. 
 
Revista Digital Observatorio de la Discapacidad  IMSERSO Madrid. November 2002. 
 
Revista Minusval nº 134 IMSERSO Madrid  Mayo- June 2002. 
 
RADIO 
Onda Cero Radio.Programa “UN MUNDO SIN BARRERAS” Especial Enfermedades Raras. 22 November 2000 
 
CANAL SUR RADIO Programa: La hora de Andalucia.  Qúe piden los afectados por enfermedades raras .23 October 2002.. 
 
TV 
Canal Sur. Programa “LOS REPORTEROS”. Reportaje sobre Enfermedades Raras. 
 
Gianmartino BENZI 
Prof. Benzi communicates  developments with regard to orphan medicinal products to the European Parliament. The first report to the EP on 
the COMP activity (Rapid progress to put the Regulation EC 141/2000 into action) was set up on 10 February 2001. The last report to EP 
(Updating on development and availability of orphan medicinal products in the European Union) was set up on 16 December 2002. 
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CONFERENCES AND PRESENTATIONS 
The European Orphan Drug Regulation (EC) 141/2000. Italian Society for Regulatory Affairs, Pavia, 15 June 2000 
 
Antidotes as Orphan Drugs?  Recent Issues in Clinical Toxicology, Pavia, 10 July 2000 . 
 
Rare Diseases - Current Trend and Perspectives. Italian Federation for Rare Diseases, Rome, 29 September 2000.                                                                                 
 
Role of Orphan Medicinal Products in Oncology. Oncological Treatment, National Health Programme and Good Clinical Practice, Bari, 
5 October 2000. 
 
Orphan Drugs - The EU Initiatives.  Rare Diseases and Orphan Drugs: Research, Strategies and Resources, Milan, 12 October 2000. 
 
European Policy for Orphan Medicinal Products. Drugs and Patients Affected by Rare Diseases - Rome, 27 January 2001. 
 
Orphan Drug Regulation in the EU. Regulatory Affairs in Europe. The continuing Journey, Pan European Federation of Regulatory Affairs 
Societies, London 2 March 2001. 
 
Academic Research and Orphan Medicinal Products. Advanced Biotechnology and Research, Modena, 31 March 2001. 
 
Neurological Rare Diseases and the European Orphan Drug Regulation. The Decade of the Brain - Ten Years of Research in Experimental 
Neurobiology, Pavia, 24 June 2001. 
 
The Orphan Medicinal Products - The Designation in Europe” - Consorzio per le Valutazioni Biologiche e Farmacologiche, Pavia, 
11 February, 2002. 
 
Trend in Pharmacological Sciences: The Orphan Medicinal Products. Conference at the University of Bari, Bari, 23 April 2002. 
 
European Initiatives for Orphan Medicinal Products. Conference at the University of Pavia, Pavia, 29 May 2002. 
 
Updating on Development and Availability of Orphan Medicinal Products in the European Community.  Italian Federation for Rare 
Diseases, Venice, 1 September 2002. 
 
The Regulation (EC) 141/2000 for Development and Availability of Orphan Medicinal Products. Italian Scientific Group for Studies and 
Researches, Milan, 25 September 2002. 
 
The European Regulation for the Orphan Drugs. Rare Diseases and Life Values, Rome, 4 October 2002. 
 
The European Commitment to Orphan Medicinal Products. Partnering for Rare Disease Therapy Development, EPPOSI, Rome, 
24 October 2002. 
 
European Marketplace and Orphan Medicinal Products.  Rare Pathologies: Biotechnologies and Orphan Drugs, Milan, 7 November 2002. 
 
Development of Orphan Medicinal Products in the European Union. Clinical Trials in Europe: A comparative Study, Rome, 
29 November 2002. 
 
Heidrun BOSCH-TRABERG 
PRESENTATIONS 
Industrifarmaceutforeningen, Copenhagen, 15 March 2001. 
 
DIA Euro meeting, Basel, 6 March 2002. 
 
Brendan BUCKLEY 
PRESENTATIONS 
A Regulator’s Perspective.  EPPOSI  workshop: “Timely Access” meeting Universitá Autonoma de Barcelona;  6-7 June 2002. 

European Rare Diseases Awareness Conference. EURORDIS & FEDER. 
Universitá Autonoma de Barcelona, 14-15 June 2002. 

Clinical Trials, the Gold Standard.  COMP/CPMP Workshop on Methodology of Clinical Trials in Small Populations: London; 22 October 
2002. 

Clinical Development and Trials. Joint COMP & EFPIA Meeting; ‘A Policy for Orphan Medicinal Products in the European Union’, 
London; 2 Dec 2002. 
 
Hans-Georg EICHLER 
PRESENTATION 
First year experience. First EMEA Workshop with Industry on Orphan Medicinal Products, London, UK, 11 April 2001. 
 
Rembert ELBERS 
PRESENTATION 
Marketing Authorisation Review Process, CPMP and Challenges Ahead for Orphans. London, 21 March 2001. 
 
Kalle HOPPU  
Hakemus harvinaislääkkeeksi ja komitean toiminta. Lääkehuollon täydennyskoulutuskeskuksen seminaari, Hanasaari, Espoo, Finland, 
27 September 2000. 
 
Harvinaislääkkeet eli Orphan drugs. Väestöliiton perinnöllisyysklinikan 30-vuotisseminaari, Helsinki, Finland, 14 September 2001. 
 
Harvinaislääkkeet eli Orphan drugs. Lääkäripäivät 2003, Helsinki, Finland, 8 January 2001. 
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Hakemus harvinaislääkkeeksi ja komitean toiminta. Harvinaislääkeseminaari, Helsinki, Finland, 7 February 2001. 
 
Alistair KENT 
Health Coalition Initiative workshop, London, 19 February 2002. 
 
DIA, Chicago, 17-19 March 2002. 
 
"Timely Access" workshop, Barcelona, 6-7 June 2002. 
 
Croatian Public Health Forum, Zagreb, 26-27 September 2002. 
 
Wellcome Trust Pharmacogenetics meeting, 17 October 2002. 
 
Roche dinner, Brussels, 27 November 2002. 
 
Organising and chairing the EPPOSI conferences, in Brussels (September 2000), Paris (October 2001), Rome (October 2002). 
 
PUBLICATIONS 
Kent A. Consent and confidentiality in genetics: whose information is it anyway? Journal of the Institute of Medical Ethics 2003;29:16-18. 
 
 
Yann LE CAM 
PRESENTATIONS 
Orphan Medicinal Product Development in the European Union. The Role of the EMEA. EFPIA Info Day, London, UK, 20 October 2000. 
 
Does the dialogue of EMEA with interested parties work? General Feedback from Patients Groups. Workshop “Transparency at the EMEA: 
a step forward”, EMEA, London, UK, 23 November 2000. 
 
Orphan Medicinal Product Development in the European Union. The Role of the EMEA. Séminaire Médicaments Orphelins, André Rey 
Consultant, Paris, France, 11 December 2000. 
 
La place et le rôle des associations de malades dans les médicaments orphelins. Meeting, Médicaments orphelins : perspectives et enjeux 
nationaux et internationaux. IFIP, Paris, France, 6 February 2001. 
 
What are the implications of the EU’s new Orphan Drug Regulation for Biotechnology? European Bio-Gen-Tec Forum, Cologne, Germany, 
1 March 2001. 
 
The need for patients’ organisation participation. First EMEA Workshop with Patient Organisations, EMEA, London, UK, 21 March 2001. 
 
The role of patients’ organisations in the orphan drugs development in Europe and how to work with them. Successfully exploiting the new 
European regulation to develop viable orphan drugs. IRR Consulting, London, UK, 26-28 March 2001. 
 
Patients’ Needs on EMEA transparency in relation with COMP activities. First EMEA Workshop with Industry on Orphan Medicinal 
Products, EMEA, London, UK, April 2001. 
 
The patient’s association viewpoint on centralized procedure. DIA Workshop on Legislation 2001, DIA, Paris, France, 2-3 May 2001. 
 
Les associations de patients et le développement de la politique sur les médicaments orphelins. Médicaments orphelins : avancées, espoirs, 
défis. Forum National de l’Alliance Maladies Rares, Paris, France, 1 June 2001. 
 
OMP in the service of patients affected by rare disorders. Eurordis Workshop, Villerod, Belgium, 8 June 2001. 
 
International Federation of Pharmaceutical Manufacturers Associations – IFPMA General Assembly, Luzern, Switzerland, 21 June 2001. 
 
Health & Prosperity. The Pharmaceutical and Biotech Industry & Global Health Equity. CIGPS, Unesco, Paris, France, 26 June 2001. 
 
Optimising patient access to new cancer drugs in Europe. Global Patient Advocacy Workshop, Brighton, UK, 23-24 June 2001. 
 
One year later: what are the perspectives of patients on the EU Orphan Drug Regulation? 2nd Workshop on Partnering for Rare Disease 
Therapy Development, EPPOSI, Paris, France, 16-17 October 2001. 
 
5th Annual European Scientific and Regulatory Affairs Conference, DIA/IFIP, Paris, France, 22-23 November 2001. 
 
The time is now. The Lysosomal Diseases International Research Collaborative, GOLD, Cannes, France, 7-9 February 2002. 
 
Interactions of Industry with Patient Advocacy Groups in the Context of Public Health Programmes to Foster Patient Protection and 
Transparency and Communication of the Benefit-Risk-Ratio-Assessment. The patient is waiting. DIA EuroMeeting 2002, DIA, Basel, 
Switzerland, 6-7 March 2002. 
 
The European Orphan Drugs Legislation: Impact and Issues”, European Human Genetics Conference, ESHG, Strasburg, France, 25 May 
2002. 
 
Patient Organisations participation: an added value for the regulatory systems. First EMEA-CPMP Workshop with Patient organisations, 
EMEA, London, UK, 29 May 2002. 
 
The patients viewpoint in securing better access to innovative medical technology. ISTAHC 2002 Annual Meeting, Berlin, Germany, 9-
12 June 2002. 
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Better access to orphan drugs for patients in the EU. 2nd European Conference on Rare Disorders and Disabilities, Feder/Fundacio Dr 
Robert/Eurordis, Barcelona, Spain, 14 June  2002. 
 
Presentation on Orphan Drugs to KMS-Danish Rare Diseases Alliance – General Assembly, Koge, Denmark, 20 September 2002. 
 
Colloque sur la Recherche Clinique et les Maladies Rares : les enjeux, Orphanet, Paris, France, 11-12 October 2002. 
 
Status of implementation of the European Regulation on Orphan Medicinal Products. German Pharmaceutical Industry Working Group on 
Regulatory Affairs, Paris, France, 21 October 2002. 
 
Overview of political developments in rare diseases. 3rd Workshop on Partnering for Rare Disease Therapy Development, EPPOSI, Rome, 
Italy, 24-25 October 2002. 
 
Le règlement européen sur les médicaments orphelins. Résultats de sa mise en oeuvre 2000-2002. Médicaments Orphelins Bilan et 
Perspectives, 3 ans après l’adoption du règlement européen, CPA, Paris, France, 20 November 2002. 
 
A Continuity Policy for Orphan Medicines in the European Union: the Way Forward. EMEA, London, UK, 2-3 December 2002.  
 
André LHOIR 
CHAIRING A SESSION  
Creating the right framework to ensure the development of therapeutic solutions for rare diseases, EPPOSI, Paris, October 2001. 
 
Optimiser les méthodes et les moyens pour accélérer le développement de thérapies innovantes, INSERM and ORPHANET, Paris, October 
2002. 
 
PRESENTATIONS 
Orphan Medicinal products. Where do we stand? Management Forum, London, November 2001. 
 
Presentation on orphan medicinal products for a Chinese delegation visiting Belgium, 2001. 
 
Presentation on orphan medicinal products for a Chinese delegation visiting Belgium, 2002. 
 
The role of the COMP in boosting research in rare diseases in the EU, EPPOSI, Rome, October 2002. 
 
The medical plausibility, Pavia Italy, February 2002. 
 
Presentation on orphan medicinal products for ABEMEP (Belgian society of physicians in pharmaceutical industry), March 2002. 
 
Presentation for consultants for pharmaceutical industry, Paris, France, October 2002. 
 
Orphan Drugs in Europe. Post-graduate programme in pharmacology and pharmaceutical medicine, Pharmed, Free University Brussels, 
2002-2002 and 2002-2003. 
 
Presentation on orphan medicinal products in Europe. Belgian Society for Metabolic Disorders, 26 January 2003. 
 
David LYONS 
PRESENTATIONS 
Scientific Committees of the EMEA. First EMEA Workshop with Health Professionals and Academia on Orphan Medicinal Products, 
London, 24 January 2002. 
 
Henri METZ 
Metz H. L’Agence Européenne pour l’évaluation des produits médicaux (EMEA). Bull Soc Sci Med, 2003. 
 
François MEYER 
PRESENTATION 
Criteria for designation concepts. First EMEA Workshop with Industry on Orphan Medicinal Products. London, 11 April 2001. 
 
Randi R. NORDAL 
Presentation at 18th UICC International Cancer Congress, Oslo, Norway, 30 June 2002. 
 
José-Felix OLALLA MARAÑON 
Appearance in the following 3 TV programs about Orphan Drugs: 
 
TVE Canal 24 Horas, 13 November 2001. 
 
Canal Salud  Emisión pregrabada. 
 
Beca- Quiero Televisión, 19 February 2002. 
 
Los Medicamentos Huérfanos. Conferencia en Les Heures. Escola de Salut. Barcelona, 13 March 2001. 
 
Congreso sobre Medicamentos Huérfanos. Colegio de Farmacéuticos de Sevilla 17 February 2000. 
 
¿Tienen familia los huérfanos? Introducción al mundo de los medicamentos. Editorial SM. (non fiction for teenagers). Madrid 2003 
Colección Saber (to be published).   
 
Jan RENNEBERG 
Organisation of an Orphan Drug Meeting at the Danish Medicines Agency (with presentations from Danish authorities, patient organisation 
and the FDA, US), 2 February 2001. 
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Harrie SEEVERENS 
Organising the Dutch Steering Committee on Orphan Drugs, permanent observer to this committee on behalf of the ministry of Health, 
Welfare and Sport. 
 
PUBLICATIONS 
Seeverens HJJ. Geneesmiddelen voor zeldzame ziekten (‘orphan drugs’) Geneesmiddelenbulletin 2001; 35:49-53. 
 
Seeverens HJJ. Weesgeneesmiddelen (Letter). Medisch Contact 2002; 57:922-3. 
 
 PRESENTATIONS AND INTERVIEWS 
COMP Status Report. 1st EMEA Workshop for Patients’Organisations on Orphan Medicinal Products. London, UK, 21 March 2001. 
  
At the Ministry of Health, Welfare and Sport: Weesgeneesmiddelen / Orphan medicinal Products, 21 June 2001. 
 
At a conference with invited experts from the Netherlands: Ontwikkelingen in Nederland en de EG ten aanzien van weesgeneesmiddelen, 
16 November 2001. 
 
Moderator : The role of the EMEA and Orphan Medicinal Products. First EMEA Workshop with Health Professionals and Academia on 
Orphan Products. London, UK, 24 January 2002. 
 
Moderator Workshop on Orphan Designation.  Joint Meeting with Interested Parties. London, UK, 2-3 December 2002. 
 
Interview with The Lancet 2000; 356, 28 October 2000. 
 
Interview with Ms. Helen Crompton, doctoral researcher Manchester Business School, October 2002. 
 
Rashmi SHAH  
PRESENTATIONS 
 
At UK Dept of Health Conference on Opportunities for Orphan Drugs on 11 September 2000 at the Commonwealth Institute on: Orphan 
drugs: A clinical overview. 
 
Scientific Advice and Protocol Assistance for Orphan Medicinal Products. 1st EMEA Workshop for Patients’ Organisations on Orphan 
Medicinal Products, London, 21 March 2001. 
 
At IIR Conference in London on 27-28 March 2001 on: Reviewing current orphan drug legislation worldwide to identify the opportunities 
for gaining orphan status. 
 
Chairing and presenting at a Management Forum Meeting in London on 19 November 2001. Presentations on: Review of the legislation, 
criteria for designation and protocol assistance” and “Proving clinical superiority or significant contribution”. 
 
Presentation at a meeting organised by Consorzio per le Valutazioni Biologiche e Farmacologiche and The Italian Ministry of Health in 
Pavia, Italy on 11-13 February 2002 on “Methodology for Orphan Drug Development”. 
 
PUBLICATIONS 
Section on Orphan drug legislation and COMP in the following chapter: 
Shah RR and Griffin JP, Chapter 2: "Regulation of Human Medicinal Products in the European Union" In: Licensing Medical Products 
(Griffin JP and O'Grady J, Ed) BMJ Books, London, 2003. 
 
A chapter on Orphan Drugs for the Medicines Control Agency’s (UK) training manual. 
 
Organisational activities 
Training the professional staff of the Medicines Control Agency (UK) legislation requirements, incentives and all other aspects. 
 
George STATHOPOULOS 
Stathopoulos GP. Molecular characterization as a target for cancer therapy in relation to orphan status disorders (Review). 
Oncology Reports 9:1257-9, 2002. 
 
 
Domenica TARUSCIO 
Responsible of the National Centre for Rare Diseases at the Istituto Superiore di Sanità (Italian National Institute of Health). 
 
MEETINGS/ CONFERENCES 
Rare Diseases and Orphan Drugs In Italy. Azienda Ospedaliera Meyer, 2 October 2000, 
Florence (Italy). 
 
International Seminar on Anderson-Fabry Disease, Von Hippel-Lindau Disease, Tuberous Sclerosis Complex, 4 November 2000, Milan 
(Italy). 
 
Meeting on Myasthenia, 16 December 2000, Pisa (Italy). 
 
Meeting on Rare Diseases, 23 December 2000, Milan (Italy). 
 
Congress on Rare Diseases. Genetic Disorders related to Dysfunction of Cellular Organelles 
Istituto Superiore di Sanità (Italian National Institute of Health), 20-22 November 2000, Rome (Italy). 
 
Anderson-Fabry Disease, Nephrology Dialysis and Renal transplantation Operative Unit, Azienda Ospedaliera Careggi, 7 April 2001, 
Florence (Italy). 
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International Workshop on " Network of Public Health Institution on Rare Diseases (NEPHIRD)", Istituto Superiore di Sanità (Italian 
National Institute of Health), 2 July 2001, Rome (Italy). 
 
ISTAT-CISIS Seminar on the New International Classification of the Diseases. Contents and perspectives of its implementation in Italy. 
6 June 2002, Rome (Italy). 
 
WHO/Euro Meeting on The Regional Policy for Prevention of Congenital Disorders. Istituto Superiore di Sanità (Italian National Institute of 
Health), 11- 12 November 2002, Rome (Italy). 
 
International Workshop on " Network of Public Health Institution on Rare Diseases (NEPHIRD), Sociological aspects,  Istituto Superiore di 
Sanità (Italian National Institute of Health), 9- 10 December 2002, Rome (Italy). 
 
International Workshop on " Network of Public Health Institution on Rare Diseases (NEPHIRD), The Role of Patients' organisations; Istituto 
Superiore di Sanità (Italian National Institute of Health), 16-17 December 2002, Rome (Italy). 
 
International Workshop on “Network of Public Health Institution on Rare Diseases (NEPHIRD); Istituto Superiore di Sanità (Italian National 
Institute of Health), 23 January 2003, Rome (Italy). 
 
Workshop on National Project for Quality Assurance of Genetic Tests. Istituto Superiore di Sanità (Italian National Institute of Health), 
24 January  2003, Rome (Italy). 
 
International Workshop on "Network of Public Health Institution on Rare Diseases (NEPHIRD) Project Management Meeting; .Istituto 
Superiore di Sanità (Italian National Institute of Health), 10 February 2003, Rome (Italy). 
 
PRESENTATIONS 
Istituto Superiore di Sanità (Italian National Institute of Health). Conference of Italian Association HHT: to work together on the disease 
(Rendu Osler Weber Disease), 19 May 2000, Piacenza (Italy). 
 
General Meeting on Rare Diseases: Actual Situation and Perspectives. UNIAMO (Italian Federation - Rare Disease); 29 September 2000, 
Rome (Italy). 
 
‘Rare Diseases: the National Plan of the Istituto Superiore di Sanità’, Workshop on Rare Diseases and Orphan Drugs - Research, Strategies 
and Resources, 12 October 2000, Milan (Italy). 
 
‘The Project for the Realization of the Rare Diseases National Register’ at a Conference: Tuscany Region Research National Council, 
10 November 2000, Pisa (Italy). 
 
‘The European project N. 2000/Rd/10036: Network of Public Health Institutions on Rare Diseases (NEPHIRD)’, Presentation at the Meeting 
of the Committee for the Community Action Program 1999-2003 on Rare Diseases. 
 
‘Rare Diseases: an Italian (Istituto Superiore di Sanità) and European project’,  
IIIrd National Congress SIGU (Human Genetics Italian Society), 29 November -1 December 2000, Orvieto, Italy. 
 
Congress AMIP –Pulmonary Hypertension Association – ONLUS, 15 December 2001, Rome (Italy). 
  
‘Rare Diseases: Italian National Institute of Health (Istituto Superiore di Sanità), Project from Italy and Europe’ at a Conference on Immune 
Pathology and Orphan Diseases, Selective Apheresis and Depurative Treatment in the Critical Patient, 26 January 200l, Torino (Italy). 
 
‘Rare Diseases: Introductive Aspects and State of Art’. Meeting of Italian Society of Hospital Chemists, 27 January 2001, Bari (Italy). 
 
‘Availability and access to Orphan Drugs’. Workshop: Orphan Drugs for Patients Affected by Rare Diseases. UNIAMO, Rare Diseases 
Italian Federation, 27- 28 January 2001 Roma, Italy. 
 
‘Census among Italian families that present cases of the Moebius Syndrome’. 1st Meeting,  Prodomoteca Room in Capitol with patronage of 
the Social Services committee of the Roman Council, 12 February 200, Rome (Italy). 
 
Meeting on Rare Diseases. “Aldo and Cele Daccò” Mario Negri Institute, 19 February 2001, Ranica (Italy). 
 
‘Rare Diseases and Orphan Drugs’. IInd  GIMEMA Meeting on Gaucher’s Disease and Histiocytosis of Langerhans Cells in Adults. La 
Sapienza University, Department of Cellular Biotechnologies and haematology, 9 March 200, Rome (Italy). 
 
‘Rare Diseases National Register and Enrolment Schedules’. Presentation in IDA Meeting Group, 2 April 2001, Milan (Italy). 
 
‘Integration of Malformation Registry in the Social Security Registry and the relationship with the Rare Diseases Registry’ at the Congress: 
Malformation Registry - from Monitoring System to Public Health Tool, 10 April 2001, Padova (Italy). 
 
‘Health System and Rare Diseases’ at the Conference: Rare Diseases a challenge for the Health System, 11 April 2001, Naples (Italy). 
 
‘Rare Diseases: Italian and European Project of Istituto Superiore di Sanità (Italian National Institute of Health)’ at a congress: The Child  
with a Rare Disease: how to manage after diagnosis, 31 March 2001, Conegliano (Italy). 
 
‘The Rare Diseases New Regulation’ at the Annual Meeting of Haemophiliac Tuscan Association (ONLUS), 21April 2001, Florence (Italy). 
 
‘New Legislation for the Rare Diseases’ at the IVth National Conference on Fragile-X Syndrome, 3-5 May 2001, Rome (Italy). 
 
‘Orphan Drugs: Expectations from European Regulations’ at a national conference: Imperfetta Osteogenesis,  4-5 May 2001, Verona (Italy). 
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‘The experience of the Rare Diseases Register’ at the meeting: the Role of the Italian Register for Cystic Fibrosis. Executive Committee of 
the Italian Register for the Cystic Fibrosis, 12 May 2001, Portofino (Italy). 
 
‘Survey on Rare Disorders in Europe, NEPHIRD Project’ at a European Conference on Rare Disorders and Disabilities, 19 May 2001, 
Copenhagen, Denmark. 
 
‘Italian and European Project Activities on Rare Diseases of the Istituto Superiore di Sanità (Italian National Institute of Health),’ at an  
International Conference: Prospects in the Treatment of Rare Diseases, 23-26 May 2001, Trieste (Italy). 
 
‘The plan and the Realisation of the National Register of the Rare Diseases’ at the XVIth Annual IMER Group Conference :’Rare diseases’, 
26 May 2001, Bertinoro (Italy). 
 
‘Environmental and Congenital Malformations’ at the European Symposium on the Prevention of Congenital Anomalies EUROCAT, 1 June 
2001, Catania. 
 
‘Presentation of the Rare Diseases Project’ at the International Conference on the Moebius Syndrome, 13-15 July 2001, Venice (Italy). 
 
‘Rare Diseases’. General meeting on new Therapeutic and Health Care Frontiers for  the Rare Diseases, 22 September 2001, Milan (Italy). 
 
‘Rare Diseases: Legislative and Organisational aspects’ at the Vth Conference on Immune Pathology and Orphan Diseases, 25 January 2002. 
 
‘National and European Registries and Database’ at the Meeting: the Orphan Medical Products: the Designation in Europe. Organised by the 
Consortium for the biological and Pharmacological Evaluation Task Force Orphan Drugs/Rare Diseases, 11-13 February 2002 Pavia (Italy). 
 
‘Activity of the National Centre for Rare Diseases at the Istituto Superiore di Sanità (Italian National Institute of Health),’ at the IInd 
International Conference on the Achondroplasia: The measure of the man: present and future scenarios, 22-24 February 2002, Roma (Italy). 
 
‘Rare Diseases: Orphan Drugs and the activities of the COMP-EMEA’, meeting on the National Program of Research and Formation for the 
Advanced Biotechnologies, 11-15 March 2002, Roma (Italy). 
 
‘2nd Steering group meeting on quality assurance and proficiency schemes for molecular genetic testing (for Rare Diseases) in OECD 
countries’, 18 March 2003, Sevilla, (Spain) 
 
‘Genetic Testing Services Quality Assurance and Harmonisation Needs in EU’ – “Existing Quality Assessment practices and Networks in 
EU”, 19-20 March 2002, Sevilla (Spain) 
 
‘Activities of the National Centre for the Study and Health Care for the Rare Diseases’ at the congress Respiratory Rare Diseases in the 
Newborn, 15-16 March, Bergamo (Italy). 
 
‘National Centre for Rare Diseases of the Istituto Superiore di Sanità: National and European Activities’ at the conference: The future of the 
Leukodystrophies in the rare diseases context, 4-5 April 2002, Formia (Italy). 
 
‘The National Project on the Rare Diseases and the activity in Tuscany’. Workshop: “Folic Acid and Prevention in Tuscany: a model for 
integrated approach to transfer the research results in the clinical practice”, 10 April 2002, Florence (Italy). 
 
‘Rare Diseases: the Italian National Register’ at the meeting between neonatal intensive care institutions of Rome and Lazio, 12 April 2002, 
Rome (Italy). 
 
‘Projects on Rare Diseases’ at the National Congress: Interstitial Cystitis Syndrome and Rare Diseases. State of the art, Present Laws and 
Projects, 2-3 May 2002, Rome (Italy). 
 
‘National Centre for Rare Diseases and Patients Associations: how to collaborate and which aims?’ at the IXth Conference of the Gaucher 
Italian Association, 10-12 May 2002, Grosseto (Italy). 
 
Chairwoman to ‘XVII IMER Conference - Craniofacial Malformations’, 18 May 2002, Ferrara (Italy). 
 
‘Strategies for Tackling the problem of Rare Diseases’  at the XLIIth  National Congress of Neurologists Society (SNO), 22-25 May 2002, 
Catania (Italy). 
 
‘Rare Diseases: general principles and social sanitary legislation for patients’ at A.P.I. Conference: Primitive Immunodeficiencies, Scientific 
Adjournments and Legislative Aspects, 1 June 2002, Brescia (Italy). 
 
‘The Italian National Register of the Rare Diseases: aims, methods and results’ at the Marathon of Experience of Integrated Assistance for 
the Child with Rare Diseases and his Family, 5 July 2002, Rome (Italy). 
 
‘The Role of the National Centre for Rare Diseases’ at the Meeting of the National Federation of Prader-Willi syndrome, 6 July 2002, Parma 
(Italy). 
 
‘National Network for Rare Diseases and the role of the National Centre’ at the Workshop: Genetic and Rare Diseases in Marche – a 
Regional Network for the Rare Diseases prevention, surveillance, diagnosis and therapy. 12 July 2002, Ancona (Italy). 
 
‘Activities of the  National Centre for Rare Diseases’ at the First National Day of Sensibilisation for the Rare Diseases organised by 
UNIAMO, 31 August-1 September 2002, Venice (Italy). 
 
Abstract presented at XXVI Annual Meeting of Epidemiology Italian Association – Life style and Diseases frequency in Italy, 24- 
27 September 2002 Naples (Italy). 
 
4 Abstracts presented at 5th  S.I.G.U. Congress 24-27 September 2002, Verona (Italy). 
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‘National Health Plan 2002-2004. National Network for Rare Disease prevention, surveillance, diagnosis and therapy’ at the meeting: Day of 
Study – Italian Scientific Group: Studies and Research, 25 September 2002, Milan (Italy). 
 
‘Rare Diseases and Life Values. We are rare but many’ at Camera dei Deputati, Italian Parliament, 4 October 2002, Rome (Italy). 
 
‘Rare Diseases and Patients Registries: The Need of a EU Approach’. Workshop EPPOSI (European Platform for Patients’ Organisation 
Sciences and Industry), 24-25 October 2002, Rome (Italy). 
 
‘Steering group meeting on quality assurance and proficiency schemes for molecular genetic testing in OECD Countries, 04 November 2002, 
Paris (France) 
 
‘Rare Diseases : The National Plan of the Istituto Superiore di Sanità’. Conference on Rare Pathologies: Biomedics and Orphan Drugs, 
2 November 2002, Milan (Italy). 
 
‘Rare Diseases and the Public Health’ at the IInd National SO.S.T.E Congress. Society for the Study of Thalassemia and Haemoglobinopathy, 
7 November 2002, Naples (Italy). 
 
‘Organisational Models for the Treatment of Rare Diseases’ at the course ‘Genetic Diseases’. Up To date Course, 7 December 2002, 
Avellino (Italy). 
 
Rare Diseases at DG Research Workshop on Excellence Network, 11 December 2002,  Brussels (Belgium). 
 
Rare Diseases of the Istituto Superiore di Sanità (Italian National Institute of Health) at I National Congress on Multiple Endocrine 
Neoplasia, Florence, 31 January 2003. 
 
Rare Diseases National Centre Activities’ at Meeting "Rare Diseases of Genetic Origin a challenge for the medicine in the beginning of the 
third millennium", 15 2003, Florence (Italy). 
 
‘Rare Diseases and Life Values, we are rare... but many’ at Camera dei Deputati , Italian Parliament, II Meeting, 25 March 2003, Rome 
(Italy). 
 
Alternating Hemiplegia, Foligno, 29 March 2003 
 
‘Rare Diseases and Genetic Tests’. ESTO Project (WP 3) ‘Assessing scenarios for Genetic Testing Services QA and harmonisation in EU’ – 
European Commission Directorate General JRC Joint Research Centre – Institute for Prospective Technological Studies – Life Science & 
Information and Communication Technologies - IPTS, EU Commission Funding. Sevilla , Spain 7-8 April 2003 
 
RADIO 
October 2002- Participation to several Italian radio programmes on rare diseases. Radio 1 ‘Diversi da chi’. 
 
April 2003 - Participation to several Italian radio programmes on rare diseases. Radio 3 Science. 
 
 
TELEVISION 
November 2002- Participation to several Italian television programmes on Rare Diseases. 
 
Josep TORRENT-FARNELL 
PRESENTATIONS  
Le comité des Médicaments Orphelins à l’EMEA. Médicaments Orphelins… perspectives et enjeux nationaux et internationaux, Institut de 
Formation de l’Industrie Pharmaceutique, 
Séminaire de Formation Professionnelle Continue, Paris (France) 6 February 2001. 
 
Progress in Europe from the Regulator’s Point of View. Annual EuroMeeting 2001. 
 
A Pharmaceutical Odyssey. DIA (Drug Information Association), Barcelona (Spain) 6-9 March 2001.. 
 
New Procedures to develop Orphan Medicines for the Treatment of Rare Diseases 
VI International Congress on Pharmaceutical Sciences, Barcelona (Spain) 26-28 March 2001. 
 
El estatuto jurídico de los medicamentos huérfanos en la Unión Europea. Curso Europa de la Salud. Conferencias Magistrales. Facultad de 
Farmacia,  Granada (Spain) 8 May 2001. 
 
Achievements and challenges in the European Region: The COMP/EMEA perspective 
European Conference on Rare Disorders and Disabilities, Achievements and challenges in the European region. Copenhaguen Business 
School, Copenhagen  (Denmark) 18-19 May 2001. 
 
Medicamentos Huérfanos, VI Jornadas Farmacéuticas Militares, Burgos (España), 9-11 October 2001. 
 
The Orphan Medicinal Products: the designation in Europe "From concept to patient”. European Platform for Patients Organisations. Science 
and Industry. Second Workshop on Partnering for Rare Disease Therapy Development, Paris (France), 16-17 October 2001. 
 
Registre Europeu de Medicaments. IV Curs de Dret Farmacèutic. Col·legi d’Advocats de la Província de Barcelona, Barcelona (Spain), 
6 November 2001. 
 
Orphan Drugs in the Netherlands, Ministry of Health, Welfare and Sport, Steering Committee Orphan Drugs running, The Hague 
(Netherlands), 16 November 2001. 
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Orphan Drugs Designation. Current Status in the EU. Management Forum LTD, London (UK), 19 November 2001. 
Key issues for the Clinical Development: Regulatory Authorities. 5th Annual European Scientific and Regulatory Affairs Conference. IFIP 
Séminaires and DIA (Drug Information Association). Paris (France), 22-23 November 2001. 
 
I+D+I de medicamentos huérfanos: Oportunidades y ventajas para el sector de medicamentos. Autorización de medicamentos huérfanos en 
la UE. Actuaciones del Comité. ESAME-Fundació Doctor Robert, Barcelona (Spain), 13 December 2001. 
 
Orphan Medicinal Products – COMP Viewpoint. DESS de Développement et Enregistrement International des Médicaments, Ten Year-
Celebration Days. Université Paris XI – Faculté de Pharmacie, Paris (France), 24-25 January 2003. 
 
The activities of the Committee for Orphan Medicinal Products. The Orphan Medicinal products: the designation in Europe. Consorzio per le 
Valutazioni Biologiche e Farmacologiche. Pavia (Italy), 11-13 February 2002. 
 
MSc Degree and Post-Graduate Diploma in Drugs Registration and Regulatory Affairs 
The Patient is Waiting. Dia Euromeeting. DIA (Drug Information Association). Basel (Switzerland), 5-8 March 2002. 
 
Orphan Drugs in Europe. New Trends in Regulatory affairs on medicinal products for human use 
Catholic University of Louvain, (Eudipharm). Brussels (Belgium), 8-13 April 2002. 
 
Gene Therapy Product as Orphan Drugs. The COMP experience. Gene Therapy: Development Process and Regulatory issue, Gene Vectors 
EuroLabCourse. Genethon (Centre de Recherche et d’application sur les thérapies géniques), Évry (France), 17 April 2002. 
 
ORPHAN DRUGS: Legal and Economic issues. The EU Experience: 2 years Hemophilia 2002, XXV International Congress of the World 
Federation of Hemophilia. Seville (Spain), 19-24 May 2002. 
  
Workshop: Timely Access to Innovative Medicines. Fundació Doctor Robert - European Platform for Patients Organisations. Science and 
Industry, Barcelona (Spain), 6-7 June 2002. 
 
Medicamentos huérfanos en Europa, Col·legi Oficial de Farmacèutics de Barcelona 
Barcelona (Spain), 12 June 2002. 
  
European Rare Disease Awareness Conference. Working Together for Better Rare Diseases Care 
Fundació Doctor Robert - EURORDIS  (European Organisation for Rare Disorders) - FEDER  (Federación Española de Enfermedades 
Raras), Barcelona (Spain), 14-15 June 2002. 
  
How does Europe encourage research concerning orphan medicines? Regulation concerning Orphan Medicines. Academic session suported 
by European Committees in collaboration with the College of Europe, Bruges (Belgium), 25 June 2002. 
  
Rare diseases and paediatric research. III Seminar on European registration of medicinal products 
Fundació Doctor Robert, Barcelona (Spain), 5 July 2002. 
 
How does Europe encourage research concerning orphan medicines? 2nd Pharmacist’ Seminar on Fabry Disease. Praga, 21 September 2002. 
  
From bottlenecks to solutions: how to improve the development of therapies for rare diseases? European Platform for Patients Organisations. 
Science and Industry. Third Workshop on Partnering for Rare Disease Therapy Development. From Research to Development: from 
bottlenecks to solutions. Rome (Italy), 24-25 October 2002. 
  
Registre Europeu de Medicaments. V Curs de Dret Farmacèutic. Col·legi d’Advocats de la Província de Barcelona. Barcelona (Spain), 15 
October 2002. Orphan Medicinal Product Designation in the European Union and the Future. ESRA (European Society of Regulatory 
Affairs). 1 Day conference. London (UK), 13 November 2002. 
 
Orphan Medicinal Product Designation in the European Union and the Future. DESS de Développement et Enregistrement International des 
Médicaments. Université Paris XI – Faculté de Pharmacie. Paris (France), 16 December 2002.  
 
COMP Medicamentos Huérfanos. Registro en Pediatría. Orphan Medicinal Product Designation in the European Union and the Future. 
I CURSO “Procedimientos Europeos de Registro” 
Colegio Oficial de Farmacéuticos de Madrid. Madrid (Spain), 14 January 2003. 
  
PUBLICATIONS AND INTERVIEWS 
Rosa Morros and Josep Torrent-Farnell. The EU challenges on the designation of orphan medicinal products. Pharmaceuticals Policy and 
Law 3 (2001), 19-30. IOS Press. Spain, January 2001 
 
Josep Torrent-Farnell, Comité de Medicamentos Huérfanos. El Global (Interview), Spain, March 2002. 
  
Josep Torrent-Farnell, Los afectados por enfermedades raras reclaman mejores diagnosis y tratamientos. La Vanguardia (Interview), Spain, 
17 June 2002. 
 
Josep Torrent-Farnell, Hay unas seis mil enfermedades raras, La Vanguardia (Interview), Spain, 12 August 2002. 
 
Josep Torrent-Farnell, Malalties rares. Revista. La Mañana (Interview), Spain, 20 October 2002. 
 
Josep Torrent-Farnell, Sabem poc de patologies rares, 20 Minutos (Interview). Spain, 5 November 2002. 
 
Josep Torrent-Farnell, Más de la mitad de fármacos para evaluar serán huérfanos. Correo Farmacéutico (Interview). Spain, 
15 December 2002. 
 
TELEVISION: 
Josep Torrent-Farnell, Enfermedades Raras, TV3 Television. Spain, 15 June 2002. 
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Josep Torrent-Farnell, Enfermedades Raras. TV2 Television, Spain, 15 June 2002. 
 
RADIO 
Josep Torrent-Farnell, Enfermedades Raras. Radio Salud. Spain, 17 September 2002. 
 
Josep Torrent-Farnell, Enfermedades Raras. Radio Estel, Spain, 27 November 2002. 
 
 
Kerstin WESTERMARK 
CONFERENCES AND PRESENTATIONS 
Orphan Drug Meeting organized by and held at the Medical Products Agency, Uppsala, Sweden with the participation of the FDA and 
representatives from the Swedish Board of Health and Welfare, from industry, EURORDIS, and with geneticists and other experts in rare 
diseases with the intent to form a national reference group for rare conditions and Orphan Drugs, September 2000. 
 
Moderator at the 1st  EMEA Workshop for Patients’ Organisations on Orphan Medicinal Products. London, 21 March 2001. 
 
Invited lecturer to the Agrenska Academia in Gothenburg, Sweden, March 2001. (This is an Academia dedicated to the care of children with 
rare disorders and their families. This meeting was attended by H.M. the Queen of Sweden). 
  
Invited lecturer, 8th International Conference on Wilson and Menkes Disease, Leipzig, Germany, April 2001. 
 
Invited lecturer at the 1st European Conference on Rare Disorders, Copenhagen, Denmark, May 2001. 
  
Invited to speak at a meeting organized by a Swedish patient organisation "Rare Diagnoses" affiliated with EURORDIS, September 2001. 
 
Orphan Medicinal Products in Europe – What has been achieved to date? First EMEA Workshop with Health Professionals and Academia on 
Orphan Medicinal Products. London, 24 January 2002. 
 
Invited lecturer at: Symposium: Neurological Aspects of Wilson's Disease, Miami Florida, November 2002. 
  
PUBLICATIONS : 
"Information från Läkemedelsverket" (Information from the Medical Products Agency-MPA) sent to all Swedish physicians. 
 
"Dagens Medicin" - a commercial weekly medical journal dealing with all kinds of medical issues. 
 
Involved in Swedish National Incentives:  
The Swedish Board of Health and Welfare has established an internet based knowledge database for "Small and less known handicap 
groups" comprising diseases and functional disablements occurring in less than 100 individuals per million inhabitants.  



 EMEA 2003 57/78 

ANNEX 4 
Additional remarks from Member States, as received. 
 
 
Letter from the Dutch Steering Committee Orphan Drugs (The Netherlands) 
 
Prof. J. Torrent-Farnell 
Chairman of the COMP 
7 Westferry Circus 
Canary Wharf  
London E14 4HB 
United Kingdom 
 
 
 
 
 
date   nr. dossier  contact person  e-mail 
January 7, 2003  0631/03/001/Wee Sonja van Weely, Ph.D.weely@zonmw.nl 
 
 
 
Re: Contribution to the three-annual report of the Committee of Orphan Medicinal Products 
 
 
Dear Professor Torrent-Farnell, 
 
Thank you very much for the opportunity you give the Dutch Steering Committee on Orphan Drugs to 
contribute to the three-annual report of the Committee of Orphan Medicinal Products (COMP).  
 
We are very pleased that within 2,5 years already 123 drugs (as of December 17, 2002) have received 
the European orphan drug status and 8 orphan drugs are or will soon be registered and be available for 
patient care.  Access hurdles due to insufficient and/or complex reimbursement systems are, however, 
a matter of major concern (we will come back to that later in this letter). Due to the European Orphan 
Drug Regulation more attention is and will be paid to general knowledge and scientific research on 
rare diseases, e.g. more insight in pathogenesis, prognosis, incidence and prevalence of diseases. We 
see that the general attention to the situation of patients with a rare disease is growing. 
 
Besides the positive remarks concerning the results of the European Orphan Drug Regulation, we 
would also like to emphasise certain problems that need further attention in near future:  
 
1. More transparency should be given to the considerations of the COMP to designate an orphan drug. 
We know that in the ‘Public Summaries of Positive Opinion for Orphan Designation’ several elements 
are described (disease, current treatment, prevalence in European Union, working mechanisms of the 
orphan drug and stage of development). However, at this moment there are only a limited number of 
these summaries available. It would be of great help if at least the summaries were available of those 
orphan drugs that (almost) receive a positive opinion of the CPMP. It would also be of help when on 
the website www.emea.eu.int an indication is given in the register of orphan drugs that a summary is 
available which you can download directly.  
 
2. More transparency should also be given to the considerations of the CPMP to give a positive 
opinion for an orphan drug, especially on any obligatory additional studies that a sponsor has to 
perform. The EPAR does give information on the opinion of the CPMP, but only limited information 
on any obligatory additional study to determine therapeutic value and/or side effects. Patients and 
physicians, but also reimbursement institutes need more information about the post-marketing 
surveillance. The relevant information on the obligatory studies has to be communicated by the 

mailto:weely@zonmw.nl
http://www.emea.eu.int
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sponsors, but they refer to their confidentiality despite the market exclusivity of their product. It would 
be of help if the information concerning additional studies would be less confidential. 
 
Summarising the last two remarks, the considerations of COMP and CPMP should be clear to several 
interested parties, especially to the patients and their physicians, but also to e.g. policy makers in the 
individual Member States involved in reimbursements. 
 
3. Accessibility of patients with a rare disorder to drugs that are not registered as European orphan 
drugs is an issue that needs more attention. The Steering Committee on Orphan Drugs has received 
signals that some of the ‘old’ drugs that are used by patients with a rare disease are eliminated from 
the market due to the presence of small groups of patients. Furthermore, ‘off label use’ of drugs should 
get more attention.  
 
4. More communication to interested parties is needed to inform them that products with an orphan 
drug status and biotechnological products are registered via the central procedure or through the 
mutual recognition procedure.  The Steering Committee receives questions about this issue on a 
regular basis. 
 
5. Next to the issues discussed above, the Dutch Steering Committee on Orphan Drugs would like to 
bring the following issues to the attention of the COMP and would like to recommend that measures 
will be taken by the European Commission, e.g., by means of stimulating research in the Sixth or 
Seventh Framework Programme. We really regret that according to our observations and also echoed 
during the recent London meeting, there is still limited coordination and streamlining between the 
COMP/CPMP track on orphan drugs and the EU research-funding arena.  
 
-  For some groups of indications (especially in the field of oncology) orphan drugs are being 
developed, whereas for other groups of indications this is still not the case. It is important to analyse 
the data that are now available in this respect and take action to stimulate the development of orphan 
drugs in the latter areas. The Dutch Steering Committee on Orphan Drugs would like to recommend 
that measures will be taken by the European Commission to stimulate the development of those 
products for indications that are ignored thus far.  
 
-  Knowledge of the prevalence of a rare disease is a significant issue for several interested parties. 
Important steps in the process of determining prevalence of a disorder is the availability of 
methodologies to be able to diagnose a specific rare disorder and the dissemination of the knowledge 
how to diagnose the specific disorder in a proper way throughout Europe. Knowledge of (methods of) 
diagnoses and dissemination of this knowledge should get much more attention. Centres of excellence 
for rare disorders can play a principal role in collecting information and in dissemination of this 
knowledge. 
 
-  Moreover, databases are being designed to collect information on prevalence of rare disorders. It is 
important that collection of information and management of these databases occur independently. 
These databases should be accessible to several interested parties (taking full account of ethical and 
privacy rules).  
 
6. A final comment, but a very important one, is related to facilitating real access to orphan medicinal 
products. Although registration of orphan drugs is centralised in Europe, reimbursement policies are 
very different in individual Member States. We realise the existence of different legal and social 
security systems in the EU countries. However, in the interest of patients with a rare disease and in 
need of an existing orphan drug, we would strongly support any policies and actions to gear the tracks 
for registration and reimbursement to one another.  
 
We would like to suggest inquiring whether reimbursement institutions are interested in a specific 
workshop for this group to disseminate practical information on the European Orphan Drug 
Regulation and to discuss problems that reimbursement institutions meet. We have understood, e.g., 
that it is difficult for reimbursement institutions to analyse which amount of money they have to 
reserve for a specific orphan drug due to a lack of knowledge. 
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If you have any remarks or questions please do not hesitate to contact us. We would be pleased to 
answer and you can count on us as a strong supporter of and liaising body to the COMP. We wish you 
and the COMP every success in the next three years.  
 
Yours sincerely, 
 
 
 
 
Prof. H.G.M. Leufkens, chairman   S. van Weely, secretary 
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Letter from the European Organisation for Rare Disorders (EURORDIS) 
 
Professor Joseph Torrent-Farnell 
Chairman of the COMP 
EMEA 
7, Westferry Circus 
Canary Wharf 
London E 14 4HB 
United Kingdom 
 
 
Crewe, 23 April 2003  
 
Re: Report on the first three-year mandate of the COMP 
 
Dear Professor Torrent-Farnell: 
 
Thank you and Dr Harrie Seeverens, coordinator of this Report, for inviting Eurordis to provide a 
contribution to the COMP Report. 
 
On behalf of the members of Eurordis, I would like to express our great satisfaction for the success of 
the three first years of implementation of the European Orphan Drug Regulation and for the 
opportunity given to patient representatives to be involved. 
 
In the last three years dreams have become reality with 244 applications, 137 positive opinions for 
designation, and 8 authorised orphan drugs.  
The figures speak for themselves in assessing whether the European Orphan Drug Regulation and the 
COMP are playing their role in addressing the medical needs of patients and in improving the life of 
people living with rare diseases: 
- The fact that 60% of the designated orphans concern diseases affecting less than 1 in 10 000 persons 
really means that we are addressing the medical needs of very rare diseases.  
- The fact that 65% of the designated orphans are new chemical entities really means that we are 
transforming research into clinical applications 
- The fact that 80% of the orphans designated last year were subsequently designated by the FDA, 
according to Eurordis analysis, really means that these new potential treatments are based on research 
performed in Europe 
- The fact that 67% of the designated orphans are intended for use by both children and adults, and 
12% exclusively by children, really means that we are addressing the medical needs of the most 
vulnerable children. 
- The fact that over 50% of all applications submitted to EMEA this year were marketing authorisation 
applications for orphan drugs, with at least 20 pending, illustrates the major trend that orphan drugs 
now represent and its potential impact. 
 
Other areas of satisfaction have been: 
- The progressively greater involvement of patient representative in the European regulatory work. In 
the area of rare diseases, patients and parents often know as much about their diseases as doctors do. 
Patient representatives are 'experts' in patients needs and on their specific rare disease. When being 
precise about their role and the expectations of all parties involved, patients bring a well-recognised 
specific added value, complementary to the expertise of the medical experts, methodologists, and 
regulators. The experience gained now can be used later in the development phase of the orphan drugs, 
such as at the time of protocol assistance by the Scientific Advice Review Group and of evaluation by 
the CPMP in particular for risk management programmes, post-marketing obligations and additional 
studies, and pharmaco-vigilance. 
- The EMEA transparency policy developed over the last three years, and the role of the COMP as a 
platform for orphan drugs communication for a fruitful dialogue with all interested parties, including 
the patient groups. This effort needs to be continued and enhanced. 
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What we see as major challenges for the future are: 
- A more proactive and flexible procedure of EMEA at large to support the development of orphan 
drugs from the time of designation to protocol assistance, marketing authorisation and post marketing. 
This approach should take into account the small numbers of patients concerned by each orphan drugs 
and the small size and/or limited experience of the sponsors, in order to guarantee the same level of 
scientific evaluation of the potential drugs, in terms of safety and efficacy, which rare disease patients 
deserve. This is a key success factor if we want to avoid disappointment from the sponsors and false 
hope from the patients. 
- A better availability of authorised orphan drugs through all member states. The first Eurordis surveys 
on drugs availability and pricing are showing important discrepancies. This situation is not new in the 
EU. However, in the specific context of orphan drugs with a mostly centralised procedure and the ten-
year market exclusivity, patients with rare diseases in Europe are entitled to expect a more rapid and 
more fair access to these new therapies for life-threatening diseases with no alternative therapies. In 
addition, orphan drugs can play a pioneering role in this area. 
- A more ambitious policy in terms of incentive measures at the community and national levels, 
particularly with a full fee-reduction for protocol assistance and marketing authorisation, in order to 
adequately support the sponsors interested in orphan drugs and to maintain international 
competitiveness. 
- At Member States level, more active public policies and administrative organisations (such as 
national steering committees or missions) to coordinate and enhance their actions in favour of rare 
diseases and orphan drugs. 
- At Commission level, a closer coordination between the three sectors of the Commission concerned 
with rare diseases: orphan drug policy, biomedical research, and public health. 
- The EU enlargement, with the great challenge of facilitating the involvement of new Member States, 
including patients groups and medical experts from those countries. The COMP might consider 
initiating an EMEA Workshop with all interested parties focused on new Member States. 
 
The potential for closer collaboration between the European patient network, academia and COMP 
could be developed by undertaking: 
- To expand the list of medical experts and patient representatives in the area of rare diseases 
- To improve access to US orphan drugs in Europe. We are concerned by the lack of access in EU to 
orphan drugs marketed or designated in the US. This is an area where we hope a continued and close 
collaboration between the EMEA/COMP and Eurordis in Europe, and the FDA and NORD in the US, 
can play a tremendous role in accelerating patients access to life-saving drugs in all Member States. 
- To improve access to clinical trials on orphan drugs in Europe. The need, expressed by patients and 
clinicians, for broader access to the information on the clinical trials for orphan drugs being developed 
in Europe has been recognised by the COMP through the shared database project. This is a project to 
be pursued through the next mandate. 
- To encourage networking in support of European clinical research on rare diseases. 
 
We hope that these comments contribute to the COMP Report. 
Within the limits of Eurordis’ resources and availability of patient representatives you can rely on our 
full commitment to contribute to the activities of the COMP for the next mandate. 
 
With very best wishes, 
Yours sincerely 
 
 
 
 
 
Lesley Greene 
President 
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ANNEX 5 
Availability and Pricing of Orphan Medicinal Products in the Community 
 
Scope 
The survey was carried out on the first five orphan products with a marketing authorisation granted 
through the Centralised procedure between August 2001 and May 2002. 
 
Methodology 
The data was collected by means of a questionnaire for each product with questions on date of national 
availability, channel of distribution, and price. These were sent to the sponsors, the national rare 
diseases alliances - for the 10 member states where one exists - and to professionals in national 
institutions. The data were collected between October 2002 and January 2003. In order to allow 
comparability of data for delays the parameter retained is the time between the date of the EC decision 
and the date of introduction in the local market, and for prices the parameter retained is the local price 
expressed as a percentage of the lowest EU price for the same product. 
 
Key findings 
- This first survey demonstrates a clear lack of transparency on the availability and pricing of orphan 
drugs approved for marketing. The data are often incomplete for a given product or a given country. 
Consequently, the exhaustiveness of the data cannot be guaranteed and the data collected do not 
provide a vision at a specific point in time but inevitably over a period of time necessary to collect 
those data through different channels. The potential variability of availability and price in a given 
country cannot currently be studied. 
- There is a wide heterogeneity of orphan drugs availability between the 15 member states in EU 
(figure 1). The five orphan drugs approved for marketing are only available in five member states: 
Austria, France, Germany, Netherlands, Portugal, UK. In three member states less than three orphan 
drugs are available: Belgium, Luxemburg and Ireland. Delays amongst member states are highly 
variable: the mean national delay is between 35 days (Germany) and 212 days (Portugal) (figure 2). 
Delays for a same orphan drug are also highly variable: the mean product delay is between 26 days 
(Glivec) and 158/160 days (Fabrazyme/Replagal). 
- There is a wide heterogeneity of the prices for orphan drugs between the 15 member states in EU 
(figure 3). The price amongst member states are highly variable: the mean national price average could 
vary with a factor 2 between the lowest (Portugal; Spain) and the highest price (Luxemburg, Greece). 
The prices for the same orphan drug are also highly variable: the mean product price varies between 
119% (Fabrazyme) and 180% (Glivec). For a given orphan drug those variations are obviously more 
important and can vary up to 250% (e.g. Glivec in Austria compared to UK). 
 
Analysis of the delay and price variability 
This high variability is surprising as orphan drugs are designated, developed and approved for 
marketing authorisation at a European centralised level.  
Price variability is not linked to the national healthcare expenditures level by inhabitant (table 1).  
In a given country, the mean average of the prices for orphan drugs is statically correlated to the 
number of orphan drugs available in this country (figure 4) the more orphan drugs are available, the 
lower the price. 
Independently of the number of orphan drugs available in a given country, the price is statistically 
highly correlated to the delay of availability: the longer the delay, the lower the price (figure 5). 
This situation suggests that the longer a member state negotiate with a company the lower the price 
will be. But that has to be balanced with extra delay for patients to access to those orphan drugs for 
which there are no therapeutic alternative. 
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Figure 1: Availability of OMPs in Member States 
 
 

 

 
Availability  
(n of OMP) 

Mean Delay 
(data available) 

Mean Price 
(data available) 

Austria 5 64 (N=4) 178%(N=5) 
Belgium 1 NA (N=0) 173%(N=1) 
Denmark 4 59 days (N=4) 156%(N=4) 
Finland 3 124 days (N=3) 166%(N=2) 
France 5 134 days (N=5) 130%(N=5) 
Germany 3 35 days (N=3) 179%(N=3) 
Greece 3 81 days (N=2) 186%(N=3) 
Ireland 2 99 days (N=2) 142%(N=2) 
Italy 4 97 days (N=2) 124%(N=3) 
Luxemburg 1 68 days (N=1) 201%(N=1) 
Netherlands 5 202 days (N=5) 130%(N=5) 
Portugal 5 212 days (N=2) 100%(N=2) 
Spain 4 169 days (N=4) 115%(N=4) 
Sweden 5 97 days (N=5) 129%(N=5) 
U K 5 94 days (N=5) 130%(N=4) 

 
Table 1: Availability, Mean values according to the country 

 

1 OMP 
2 OMP 
3 OMP 
4 OMP 
5 OMP 



 

 EMEA 2003 64/78 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 

 
 
 
 
 
 

Figure 2: Mean delay between EU Marketing Authorisation and local availability 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Figure 3: Mean Price of OMP expressed as percentage of the lowest EU price 

 00   –   60 days 
60  –  120 days 
120 – 180 days 
180 – 240 days 
    >240     days 
         ND 

 100 – 125 % 
125 – 150 % 
150 – 200 % 
200 – 250 % 
250 – 300 % 
   ND 
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Figure 4: Correlation between mean national Price and MA delay  

Price = 187% – (0.370 x delay), r = 0.730, p<0.005 
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Figure 5: Correlation between mean national price and number of available OMP 

Price = 199% – (13.4 x N OMP), r = 0.653, p<0.02 
Multiple regression (Price f (delay, N OMP)): Price = 221% – (0.298 x delay)- (11 x N OMP), r = 

0.853, p<0.001 
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 Fabrazyme Replagal Glivec Trisenox Tracleer 

Availability (n of countries) 8 9 14 10 12 
Mean availability delay 

(data available) 
160 days 

(n=7) 
158 days 

(n=5) 
26 days 
(n=13) 

99 days 
(n=9) 

156 days 
(n=11) 

Mean price (geometric mean)  
(data available) 

119% 
(n=7) 

128% 
(n=8) 

180% 
(n=12) 

171% 
(n=9) 

130% 
(n=10) 

 
Table 2: Availability, Mean values according to the OMP 
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Figure 6: Correlation between Mean European OMP Price and availability delay  

Price = 198% – (0.441 x delay), r = 0.933, p<0.02 
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ANNEX 6: 
Orphan Medicinal Product Designations 
 

Sponsor Product 
ATC Code 

Indication Date of 
Decision 

TKT Europe-
AS AB - 
Sweden 

Alpha-Galactosidase A 
(Replagal) 

Treatment of Fabry 
disease 

08/08/2000 

Genzyme 
Europe BV - 
The Netherlands 

Agalsidase beta (recombinant human 
alfa galactosidase) 
(Fabrazyme) 

Treatment of Fabry 
disease 

08/08/2000 

Ares-Serono 
(Europe) Ltd. - 
United 
Kingdom 

Somatropin 
(Serostim) 

AIDS wasting 08/08/2000 

Orphan Europe 
- France 

Carglumic acid (N-carbamyl-L-glutamic 
acid or N-carbamoyl-glutamic acid) 
(Carbaglu) 

Treatment of to N-
acetylglutamate 
synthetase (NAGS) 
deficiency 

18/10/2000 

Cell 
Therapeutics 
(UK) Ltd. - 
United 
Kingdom 

Arsenic trioxide 
(Trisenox) 

Treatment of Acute 
Promyelocytic 
Leukaemia 

18/10/2000 

Ethypharm S.A. 
- France 

Fluorouracil 
 

Local treatment of 
glioblastoma in adults, 
as an adjunct to first 
surgery of histologallly 
proven glioblastoma, 
before radiotherapy 

18/10/2000 

Wyeth Europa 
Limited - 
United 
Kingdom 

Gemtuzumab ozogamicin 
(Mylotarg) 
 

Treatment of patients 
with acute myeloid 
leukaemia (AML) 

18/10/2000 

Oxford 
GlycoSciences 
(UK) Ltd. - 
United 
Kingdom 

1,5-(Butylimino)-1,5-dideoxy, D-
glucitol (miglustat) 
(Zavesca) 
 

Treatment of Gaucher 
disease 

18/10/2000 

Shire 
Pharmaceuticals 
Contracts Ltd - 
United 
Kingdom 

Anagrelide Hydrochloride 
(Xagrid) 

Treatment of essential 
thrombocythaemia 

29/12/2000 

LAPHAL 
Developpement 
- France 

Thalidomide Treatment of Erythema 
nodosum leprosum 
(ENL) or type II lepra 
reactions 

29/12/2000 

Swedish Orphan 
International 
AB - Sweden 

Nitisinone 
(Orfadin) 

Treatment of 
tyrosinaemia type 1 

29/12/2000 

Laxdale Ltd. - 
United 
Kingdom 

Ethyl Eicosapentaenoate Treatment of 
Huntington’s disease 

29/12/2000 

Schering AG - Iloprost Treatment of primary 29/12/2000 
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Germany (Ventavis) and of the following 
forms of secondary 
pulmonary 
hypertension: 
connective tissue 
disease pulmonary 
hypertension,  drug-
induced pulmonary 
hypertension,  
portopulmonary 
hypertension,  
pulmonary 
hypertension associated 
with congenital heart 
disease and  chronic 
thromboembolic 
pulmonary 
hypertension 

Pierre Fabre 
Médicament - 
France 

Busulfan 
(Busulfex) 

Conditioning treatment 
prior to hematopoietic 
progenitor cell 
transplantation 

29/12/2000 

AGEPS-EPHP 
Agence 
Générale des 
Équipements et 
Produits de 
Santé - France 

Arsenic trioxide Treatment of acute 
promyelocytic 
leukaemia 

17/01/2001 

Sanofi-
Synthélabo - 
France 

Xaliproden hydrochloride 
(Xaprila) 

Treatment of 
amyotrophic lateral 
sclerosis 

17/01/2001 

ATLANA 
Pharma AG - 
Germany 

Lusupultide 
(Venticute) 

Treatment of Acute 
Respiratory Distress 
Syndrome (ARDS) 

17/01/2001 

Novartis 
Europharm 
Limited - 
United 
Kingdom 

Imatinib mesylate 
(Glivec) 

Treatment of chronic 
myeloid leukaemia 

14/02/2001 

Dr Gertrud 
Thormann - 
France 

N-acetylgalactosamine 4-sulfatase 
(Aryplase) 

Mucopolysaccharidosis 
VI (MPS VI) or 
Maroteaux-Lamy 
Syndrome 

14/02/2001 

ICN 
Pharmaceuticals 
Ltd. - United 
Kingdom 

Ribavirin 
(Virazole Injection) 

Treatment of 
Haemorrhagic Fever 
with Renal Syndrome 

14/02/2001 

SMB 
Technology 
S.A. - Belgium 

L-Lysine-N-Acetyl-L-Cysteinate 
(Nacystelyn) 

Treatment of cystic 
fibrosis 

14/02/2001 

Genzyme 
Europe BV - 
The Netherlands 

Laronidase 
(Aldurazyme) 
 

Treatment of 
Mucopolysaccharidosis 
type I 

14/02/2001 

Actelion 
Registration 
Limited - 
United 

Bosentan Treatment of 
pulmonary arterial 
hypertension and 
chronic 

14/02/2001 
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Kingdom thromboembolic 
pulmonary 
hypertension 

Pharmacia 
Enterprises S.A. 
- Luxembourg 

Pegvisomant 
(Somavert) 

Treatment of 
acromegaly 

14/02/2001 

Orphan Europe 
- France 

Ibuprofen 
(Iverprof) 

Treatment of Patent 
Ductus Arteriosus 

14/02/2001 

Genzyme 
Europe BV - 
The Netherlands 

Recombinant human acid alpha-
glucosidase 

Treatment of Glycogen 
Storage Disease type II 
(Pompe's disease) 

14/02/2001 

Orphan Europe 
- France 

Ibuprofen 
(Iveprof) 

Prevention of patent 
ductus arteriosus in 
premature neonates of 
less than 34 weeks of 
gestational age 

05/03/2001 

OPi Orphan 
Pharma 
International - 
France 

Inolimomab 
(Leukotac) 

Treatment of Graft 
versus Host Disease 

05/03/2001 

ICN 
Pharmaceuticals 
Ltd. - United 
Kingdom 

Ribavirin 
(Virazole Injection) 

Treatment of 
adenovirus infection in 
immunocompromised 
patients 

08/03/2001 

Dr. Erika 
Morgenstern - 
Germany 

Ranpirnase 
(Onconase) 

Treatment of  malignant 
mesothelioma 

29/03/2001 

Euro Nippon 
Kayaku GmbH 
- Germany 

Gusperimus 
trihydrochloride/Gusperimus 
trihydrochloride 
(Spanidin) 
 

Treatment of 
Wegener’s 
granulomatosis 

29/03/2001 

Cell 
Therapeutics 
(UK) Ltd. - 
United 
Kingdom 

Arsenic trioxide 
(Trisenox) 

Treatment of 
myelodysplastic 
syndromes 

29/03/2001 

Cell 
Therapeutics 
(UK) Ltd. - 
United 
Kingdom 

Arsenic trioxide 
(Trisenox) 
 

Treatment of multiple 
myeloma 

29/03/2001 

SciClone 
Pharmaceuticals 
Italy S.r.l. - 
Italy 

8-cyclopentyl-1, 3-dipropylxanthine Treatment of cystic 
fibrosis 

29/03/2001 

NeoPharma 
Production AB - 
Sweden 

Levodopa/Carbidopa (Gastroenteral use) 
(Duodopa) 

Treatment of advanced 
idiopathic Parkinson’s 
disease with severe 
motor fluctuations and 
not responding to oral 
treatment. 

10/05/2001 

Chugai Pharma 
Europe Ltd. - 
United 
Kingdom 

Humanised anti-HM1.24 monoclonal 
antibody 

Treatment of multiple 
myeloma 

10/05/2001 
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Pharming 
Group N.V. 

Recombinant human C1-inhibitor Treatment of 
angioedema caused by 
C1 inhibitor deficiency 

11/05/2001 

Bayer AG - 
Germany 

Recombinant human alpha-1 antitrypsin Treatment of 
emphysema secondary 
to congenital alpha-1-
antitrypsin deficiency 

30/05/2001 

Pharma Mar SA 
- Spain 

Ecteinascidin 743 
(Yondelis) 

Treatment of soft tissue 
sarcoma 

30/05/2001 

Antisoma plc - 
United 
Kingdom 

Human Milk Fat Globule 1 / Human 
Milk Fat Globule 1 - S-p-
isothiocyanatobenzyl-
diethylenetriaminepentaacetic acid for 
use with 90Yttrium (Theragyn) 

Treatment of ovarian 
cancer 

30/05/2001 

Génopoïétic 
SAS - France 

Retroviral gamma c cDNA containing 
vector 

Treatment of Severe 
Combined 
Immunodeficiency 
(SCID)-Xl Disease 

30/05/2001 

Cambridge 
Antibody 
Technology - 
United 
Kingdom 

Human engineered monoclonal antibody 
specific for Transforming Growth Factor 
ß2 
(CAT-152) 

Prevention of scarring 
in glaucoma filtration 
surgical procedures 

30/05/2001 

IDIS Ltd. - 
United 
Kingdom 

Fomepizole 
(Mepizol) 

Treatment of methanol 
poisoning 

30/05/2001 

Aventis Behring 
GmbH - 
Germany 

Human Alpha1-Proteinase Inhibitor Treatment of 
emphysema secondary 
to congential alpha1-
antitrypsin deficieny 

09/07/2001 

Orphan Europe 
- France 

Betaine anhydrous 
(Cystadane) 

Treatment of 
homocystinuria 

09/07/2001 

LAPHAL 
Developpement 
- France 

Thalidomide 
 

Treatment of multiple 
myeloma 

09/07/2001 

LAPHAL 
Developpement 
- France 

Thalidomide 
(Thalidomide Laphal) 
 

Treatment of graft 
versus host disease 

09/07/2001 

Biosearch Italia 
S.p.A - Italy 

Ramoplanin Prevention of invasive 
infections due to 
Vancomycin Resistant 
Enterococci (VRE) in 
colonised patients 
deemed at risk of 
infection 

09/07/2001 

Elan Pharma 
International 
Ltd. - Ireland 

Ziconotide Treatment of chronic 
pain requiring 
intraspinal analgesia 

09/07/2001 

Leo 
Pharmaceutical 
Products - 
Denmark 

Seocalcitol Treatment of 
hepatocellular 
carcinoma 

31/07/2001 

Quintiles 
Limited - 
United 
Kingdom 

1,3-Propanedisulfonic acid,  disodium 
salt (Fibrillex) 

Treatment of Systemic 
Secondary  
Amyloidosis 

31/07/2001 



 

 EMEA 2003 71/78 

Orphan Europe 
- France 

Zinc acetate dihydrate (Wilzin) Treatment of Wilson’s 
disease 

31/07/2001 

Eli Lilly 
Nederland B.V. 
- The 
Netherlands 

Pemetrexed disodium (Alimta) Treatment of malignant 
mesothelioma 

17/09/2001 

Lipomed GmbH 
- Germany 

Cladribine (Litak 10) Treatment of indolent 
non-Hodgkin’s 
lymphoma 

18/09/2001 

Laboratoire 
Aventis - 
France 

Beraprost sodium (Beradrak) Treatment of 
pulmonary arterial 
hypertension and 
chronic 
thromboembolic 
pulmonary 
hypertension 

18/09/2001 

Genzyme 
Europe BV - 
The Netherlands 

Recombinant human acid 
sphingomyelinase 

Treatment of Niemann-
Pick disease, type B 

19/09/2001 

Discovery 
Laboratories, 
Inc. - United 
Kingdom 

Sinapultide, 
dipalmitoylphosphatidylcholine, 
palmitoyloleoy phosphatidylglycerol 
and palmitic acid (Surfaxin) 

Treatment of 
Meconium Aspiration 
Syndrome 

19/09/2001 

Dompé s.p.a. - 
Italy 

Repertaxin L-lysine salt Prevention of delayed 
graft function in organ 
transplant 

19/09/2001 

TopoTarget A/S 
- Denmark 

Dexrazoxane (Topotect) Treatment of 
anthracycline 
extravasations 

19/09/2001 

Leo 
Pharmaceutical 
Products - 
Denmark 

Porcine lung surfactant Treatment of acute lung 
Injury 

19/09/2001 

ICON Clinical 
Resarch  UK 
Limited 
(WINCH) - 
United 
Kingdom 

Abetimus sodium Treatment of lupus 
nephritis 

20/11/2001 

Voisin 
Consulting 
SARL - France 

Deoxyribose phosphorothioate (5'-tct-
ccc-agc-gtg-cgc-cat-3') 
(Genasense (oblimersen sodium)) 

Treatment of chronic 
lymphocytic leukaemia 

20/11/2001 

Aventis Pharma 
SA - France 

Deoxyribose phosphorothioate (5'-tct-
ccc-agc-gtg-cgc-cat-3') 
(Genasense (oblimersen sodium)) 

Treatment of multiple 
myeloma 

20/11/2001 

S.L.A.  Pharma 
(UK) Limited - 
United 
Kingdom 

Phenylephrine hydrochloride Treatment of ileal 
pouch anal anastomosis 
(IPAA) related faecal 
incontinence 

20/11/2001 

Novartis 
Europharm 
Limited - 
United 
Kingdom 

Imatinib mesilate (Glivec) 
 

Treatment of malignant 
gastrointestinal stromal 
tumours 

20/11/2001 

Laboratoires 
TAKEDA - 

Idebenone Treatment of 
Friedreich's ataxia 

20/11/2001 
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France 
Pharmion Ltd - 
United 
Kingdom 

Thalidomide Treatment of Erythema 
nodosum lepra (ENL) 
or Type II lepra 
reactions 

20/11/2001 

Pharmion Ltd - 
United 
Kingdom 

Thalidomide Treatment of multiple 
myeloma 

20/11/2001 

Pharmacia-
Pfizer EEIG - 
United 
Kingdom 

Celecoxib Treatment of Familial 
Adenomatous Polyposis 
(FAP) 

20/11/2001 

NeuTec Pharma 
plc - United 
Kingdom 

Recombinant human monoclonal 
antibody to hsp90 (Mycograb) 

Treatment of invasive 
fungal infections 

05/12/2001 

Orion 
Corporation - 
Finland 

Apomorphine Treatment of off-
periods in Parkinson’s 
disease not responding  
to other oral treatment 

05/12/2001 

Laboratoires 
BIOCODEX - 
France 

Stiripentol (Diacomit) Treatment of severe 
myoclonic epilepsy in 
infancy 

05/12/2001 

PAREXEL 
International 
Limited - UK 

[gly2]-recombinant human glucagon-
like peptide 

Treatment of Short 
Bowel Syndrome 

11/12/2001 

Ligand 
Pharmaceuticals 
UK Ltd - United 
Kingdom 

Denileukin diftitox (Onzar) Treatment of cutaneous 
T-cell lymphoma 

11/12/2001 

PPD Global Ltd 
- United 
Kingdom 

Halofuginone hydrobromide Treatment of Systemic 
Sclerosis 

11/12/2001 

TKT UK Ltd. - 
United 
Kingdom 

Iduronate-2-sulfatase Treatment of 
Mucopolysaccharidosis, 
type II (Hunter 
syndrome) 

11/12/2001 

Orphan Europe 
- France 

Octavalent Pseudomonas aeruginosa O-
polysaccharide toxin A conjugate 
vaccine (Aerugen) 

Prevention of 
Pseudomonas 
aeruginosa infections in 
patients with cystic 
fibrosis 

11/12/2001 

Kendle 
International 
Ltd - United 
Kingdom 

Thalidomide (Thalomid) 
 

Treatment of multiple 
myeloma 

19/12/2001 

Genzyme 
Europe BV - 
The Netherlands 

Human engineered monoclonal antibody 
specific for Transforming Growth Factor 
ß1 

Treatment of Systemic 
Sclerosis 

04/02/2002 

Discovery 
Laboratories, 
Inc. - United 
Kingdom 

Sinapultide, 
dipalmitoylphosphatidylcholine, 
palmitoyloleoy phosphatidylglycerol 
and palmitic acid (Surfaxin) 

Treatment of acute lung 
injury 

04/02/2002 

Sanofi-
Synthélabo - 
France 

Fumagillin Treatment of diarrhoea 
associated with 
intestinal 
microsporidial infection 

04/02/2002 
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Bioenvision Ltd 2-chloro-9-[2-deoxy-2-fluoro-ß-D-
arabinofuranosyl]adenine 
(Clofarabine) 

Treatment of acute 
lymphoblastic 
leukaemia 

05/02/2002 

Pharmion Ltd - 
United 
Kingdom 

Azacitidine Treatment of 
myelodysplastic 
syndrome 

06/02/2002 

Ark 
Therapeutics 
Ltd. - United 
Kingdom 

Adenovirus mediated Herpes Simplex 
Virus-thymidine kinase (HKSV-tk) gene 

Treatment of high grade 
glioma with subsequent 
use of ganciclovir 
sodium 

06/02/2002 

ILEX Services 
Limited - 
United 
Kingdom 

Eflornithine hydrochloride (Ornidyl) 
 

Treatment of Familial 
Adenomatous Polyposis 
(FAP) 

19/02/2002 

Forest 
Laboratories 
UK Ltd - United 
Kingdom 

Colistimethate sodium Treatment of 
Pseudonomas 
aeruginosa lung 
infection (including 
colonisation) in cystic 
fibroris 

19/02/2002 

ICON Clinical 
Resarch  UK 
Limited 
(WINCH) - 
United 
Kingdom 

Carmustine (solution for intratumoral 
injection) 
 

Treatment of glioma 05/03/2002 

Axcan Pharma 
International 
BV - The 
Netherlands 

Porfimer sodium (for use with 
photodynamic therapy) 
(Photobar) 
 

Treatment of high-
grade dysplasia in 
Barrett's Esophagus 

06/03/2002 

Novartis 
Europharm 
Limited - 
United 
Kingdom 

4-(3,5-Bis(hdroxy-phenyl)-1,2,4) triazol-
1-yl) benzoic acid (ICL670) 

Treatment of chronic 
iron overload requiring 
chelation therapy 

13/03/2002 

Swedish Orphan 
International 
AB - Sweden 

Nitisinone 
 

Treatment of 
alkaptonuria 

13/03/2002 

Voisin 
Consulting 
SARL - France 

Beclomethasone 17, 21-dipropionate Treatment of intestinal 
Graft-versus-Host 
Disease 

13/03/2002 

British Biotech 
Pharmaceuticals 
Ltd - United 
Kingdom 

GM-CSF receptor antagonist Treatment of juvenile 
myelomonocytic 
leukaemia 

18/03/2002 

Wilex AG - 
Germany 

Chimeric IgG monoclonal antibody 
cG250 for use with 131Iodine 

Treatment of renal cell 
carcinoma 

19/03/2002 

Wilex AG - 
Germany 

Chimeric IgG monoclonal antibody 
cG250 

Treatment of renal cell 
carcinoma 

19/03/2002 

KS Biomedix 
Holdings PLC - 
United 
Kingdom 

Human transferrin conjugated to mutant 
diptheria toxin 

Treatment of gliomas 19/03/2002 

Merck KGaA - 
Germany 

Humanized anti-KSA monoclonal 
antibody - human interleukin-2-fusion 
protein (EMD 273066) 

Treatment of renal cell 
carcinoma 

22/03/2002 
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Novartis 
Europharm 
Limited - 
United 
Kingdom 

Epothilone B (EPO 906 A) 
 

Treatment of ovarian 
cancer 

22/03/2002 

Antisense 
Pharma GmbH - 
Germany 

TGF-ß2-specific phosphorothioate 
antisense oligodeoxynucleotide 
(Oncomun) 

Treatment of high-
grade glioma 

22/03/2002 

PPD Global 
Ltd. - United 
Kingdom 

Pseudomonas exotoxin (domains II/III)-
Interleukin 13 chimeric protein 

Treatment of glioma 30/04/2002 

Baxter AG - 
Austria 

Recombinant human alpha-1 antitrypsin Treatment of 
emphysema secondary 
to congenital alpha-1 
antitrypsin deficiency 

30/04/2002 

GPC Biotech 
AG - Germany 

Bryostatin-1 Treatment of 
oesophageal cancer 

30/04/2002 

Zentaris AG - 
Germany 

Miltefosine Treatment of visceral 
leishmaniasis 

12/06/2002 

Laboratoire 
HRA Pharma - 
France 

Mitotane (Lysodren) 
 

Treatment of adrenal 
cortical carcinoma 

12/06/2002 

HemeBiotech 
A/S - Denmark 

Recombinant human porphobilinogen 
deaminase 

Treatment of acute 
intermittent porphyria 

12/06/2002 

Boehringer 
Ingelheim 
International 
GmbH - 
Germany 

Carbamic acid, [[4-[[3-[[4-[1-(4-
hydroxyphenyl)-1-methyl-
ethyl]phenoxy]methyl]phenyl]methoxy]-
phenyl]iminomethyl]-,ethyl ester 
(Amelubant) 

Treatment of cystic 
fibrosis 

26/06/2002 

Adprotech Ltd. 
- United 
Kingdom 

Myristolated-peptidyl-recombinant 
SCR1-3 of human complement receptor 
type I 

Prevention of post 
transplantation graft 
dysfunction 

30/07/2002 

SciClone 
Pharmaceuticals 
Italy S.r.l. - 
Italy 

Thymalfasin (Zadaxin) Treatment of 
hepatocellular 
carcinoma 

30/07/2002 

InDex 
Pharmaceuticals 
AB - Sweden 

Antisense NF-kBp65 Oligonucletide  
(Kappaproct) 

Treatment of active 
ulcerative colitis 

30/07/2002 

Dorian 
Regulatory 
Affairs - The 
Netherlands 

Oregovomab (OvaRex) 
L/oncology 

Treatment of ovarian 
cancer 

30/07/2002 

Prof. Keith 
Judkins - United 
Kingdom 

Purified bromelain (Debrase Gel 
Dressing) 

Treatment of partial 
deep dermal and full 
thickness burns 

30/07/2002 

AGEPS-EPHP 
Agence 
Générale des 
Équipements et 
Produits de 
Santé - France 

Mitotane (Lysodren 500 mg Tablets) Treatment of adrenal 
cortical carcinoma 

11/09/2002 

Interface 
International 
Consultancy Ltd 
- United 

Doxorubicin iron/carbon magnetically 
targeted microparticles 
(MTC-DOX for Injection) 

Treatment of 
hepatocellular 
carcinoma 

11/09/2002 
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Kingdom 
Adprotech Ltd. 
- United 
Kingdom 

Myristolated-peptidyl-recombinant 
Human CD59 

Treatment of 
paroxysmal nocturnal 
haemoglobinuria 

11/09/2002 

Ethicare GmbH 
- Germany 

Benzoic acid, sodium salt (Benzoate) Treatment of non-
ketotic 
hyperglycinaemia 

11/09/2002 

Toray Europe 
Limited - 
United 
Kingdom 

(-)-17(cyclopropylmethyl)-1,14 ß-
dihydroxy-4,5 alpha-epoxy-6ß-[N-
methyl-trans-3-(3-furyl) acrylamido] 
morphinan hydrochloride (Nalfurafine) 

Treatment of uremic 
pruritus 

11/09/2002 

Pharmasan 
GmbH - 
Germany 

Boswellia serrata resin dry extract 
(Boswelan) 
 

Treatment of 
peritumoral edema 
derived form brain 
tumour 

21/10/2002 

Liponova 
GmbH - 
Germany 

Autologous Renal Cell Tumor Vaccine 
 

Treatment of renal cell 
carcinoma 

21/10/2002 

Henogen SA - 
Belgium 

Recombinant glycoprotein gp350 of  
Epstein-Barr Virus (Henogen 350) 

Prevention of post-
transplantation lympho-
proliferative disorders 

22/10/2002 

SERB - France Etilefrine Treatment of low flow 
priapism 

13/11/2002 

Gerd Döring - 
Germany 

Duramycin 
 

Treatment of cystic 
fibrosis 

13/11/2002 

Interface 
International 
Consultancy Ltd 
- United 
Kingdom 

Iodine 131 radiolabeled anti-
nucleohistone H1 chimeric biotinylated 
monoclonal antibody (Cotara) 
 

Treatment of glioma 13/11/2002 

medac 
Gesellschaft 
fuer klinische 
Spezialpräparate 
mbH - Germany 

5-Aminolevulinic acid hydrochloride Intra-operative 
photodynamic 
diagnosis of residual 
glioma 

13/11/2002 

SangStat UK 
Limited - 
United 
Kingdom 

Anti-CD 147 murine monoclonal IgM Treatment of Graft 
versus Host Disease 

14/11/2002 

AGEPS-EPHP 
Agence 
Générale des 
Équipements et 
Produits de 
Santé - France 

3,4 diaminopyridine phosphate Treatment of Lambert-
Eaton myasthenic 
syndrome 

18/12/2002 

OPi Orphan 
Pharma 
International - 
France 

Monoclonal antibody to human 
interleukin-6 
 

Treatment of post-
transplantation 
lymphoproliferative 
disorders 

18/12/2002 

Dyax s.a. - 
Belgium 

Recombinant inhibitor of human plasma 
kallikrein (DX-88) 

Treatment of 
angioedema 

18/12/2002 

AGEPS-EPHP 
Agence 
Générale des 
Équipements et 
Produits de 

Cholic Acid Treatment of inborn 
errors of primary bile 
acid synthesis 

18/12/2002 
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Santé - France 
Orion Clinical 
Service Limited 
- United 
Kingdom 

G17(9) gastrin-Diphtheria Toxoid 
Conjugate 

Treatment of pancreatic 
cancer 

24/01/2003 

Orion Clinical 
Service Limited 
- United 
Kingdom 

G17(9) gastrin-Diphtheria Toxoid 
Conjugate 
 

Treatment of gastric 
cancer 

28/01/2003 

Enact Pharma 
plc - United 
Kingdom 

Carboxypeptidase G2 Adjunctive treatment in 
patients at risk of 
methotrexate toxicity 

03/02/2003 

IDIS Ltd. - 
United 
Kingdom 

Sodium oxybate (Xyrem) 
 

Treatment of 
narcolepsy 

03/02/2003 

Amersham PLC 
- United 
Kingdom 

Tositumomab Treatment of follicular 
lymphoma 

14/02/2003 

Mediam - 
France 

Serum Amyloid P-I123 (human) 
(Amysap) 
 

Diagnosis of extent and 
severity of 
histologically proven 
amyloidosis 

14/02/2003 

Amersham PLC 
- United 
Kingdom 

Iodine 131 radiolabelled tositumomab Treatment of follicular 
lymphoma 

14/02/2003 
 

Jerini AG - 
Germany 

Icatibant acetate 
 

Treatment of 
angioedema 

17/02/2003 

Combino Pharm 
S.L. - Spain 

Caffeine citrate 
(Caffeine Citrate Combino Pharm 60 
mg/3 ml solution for injection) 

Treatment of primary 
apnoea of premature 
newborns 

17/02/2003 

EuroGen 
Pharmaceuticals 
Ltd - UK 

Decitabine Treatment of 
myelodysplastic 
syndromes 

14/02/2003 
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ANNEX 7: 
Abbreviations / glossary 
 

ABBREVIATION FULL NAME 
ATC code Anatomic Therapeutic Chemical classification 

system 
Comitology Procedure for decision taking by the 

Commission with the help of Committees only, 
in contrast to the co-decision procedure where 
decisions are taken by the EP and Council.  

Commission European Commission 
Community European Community 
Convention In the Convention the future of the EU is under 

discussion with regard to closure of the gap 
between citizens and the EU, preparation of the 
EU for enlargement and development of the EU 
to a stabilising factor in a polarized world. 
Representatives from Member States, national 
parliaments, the EP and the Commission 
participate in the Convention 

COMP Committee for Orphan Medicinal Products 
COMP-WGIP COMP Working Group of Interested Parties 
CPMP Committee for Proprietary Medicinal Products  
DG ENTERPRISE European Commission Directorate-General for 

Industry 
DG SANCO European Commission Directorate-General for 

Health and Consumer Protection 
Directive 2001/83/EC Directive on the Community Code relating to 

medicinal products for human use 
Directive 2001/20/EC Clinical Trials Directive, relating to the 

implementation of good clinical practice in the 
conduct of clinical trials on medicinal products 
for human use 

EC European Commission 
EFPIA European Federation of Pharmaceutical 

Industries  and Associations 
EMEA The European Agency for the Evaluation of 

Medicinal Products 
EP European Parliament 
EPPOSI European Platform for Patient Organisations, 

Science and Industry 
EUDRACT European Clinical Trials Database set out in 

Directive 2001/20/EC 
EURARE European consortium on rare diseases 
EuropaBio European Association for Bioindustries 
EURORDIS European Organisation for Rare Disorders 
FAQ Frequently Asked Questions 
FDA Food and Drug Administration (U.S.A.) 
FP Framework Programme: Scientific programs for 

Research and Technological Development 
funded by the Community  

GCP Good Clinical Practice 
GMP Good Manufacturing Practice 
MAA Marketing Authorisation Application 
MRFG Mutual Recognition Facilitation Group 
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ABBREVIATION FULL NAME 
MSF Médecins sans Frontières 
Neglected diseases Diseases that are (usually) common in the 

developing world, but rare or non-occurring in 
the developed world 

ODA Orphan Drug Act (U.S.A.) 
OMP Orphan Medicinal Products 
PARD I OMP to the Service of Patients affected by Rare 

Disorders 
PEG Paediatric Expert Group, an ad-hoc group of the 

CPMP 
QoL Quality of Life 
Regulation Regulation (EC) 141/2000 of the European 

Parliament and of the Council of 16 December 
1999 on orphan medicinal products 

Review 2001 A comprehensive review of the existing 
legislation in the European Community on 
medicinal products for human and veterinary 
use. 

SciARG Scientific Advice Review Group, now SAWG 
SAWG Scientific Advice Working Group, a working 

group of the CPMP 
 
 


