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The Clinical Research Center for Rare Diseases (CRCRD) Aldo e Cele Daccò, which is part of the Mario 
Negri Institute of Pharmacological Research, in Italy, endorses the document entitled “Public Consultation 
Rare Diseases: Europe’s Challenges” as a landmark document in the process of establishing an efficient 
policy for rare diseases in Europe. 
 
The CRCRD was established in 1992 with the mission to increase the research effort in the field of rare 
diseases, to offer means of improved knowledge among those affected, to improve awareness on their 
problems among the public, to help implementing national policy in favor of the neglected orphans of the 
health care systems. We are proud to have been (and to continue to be) part of the EU effort in fighting RD 
and to be a reference center for many people in our country and beyond. 
 
We wish to make some comments on some of the questions proposed by the document. 
 
Question 1  Is the current EU definition of a rare disease satisfactory? 
 
The current definition of rare disease is satisfactory, because it sufficiently broad in term of epidemiology to 
catch a vast number of conditions. There is no danger, in our opinion, and no arm of being too 
comprehensive and inclusive, while a more restrictive definition could results in exclusions that would be 
detrimental for some groups of patients, for instance those with rare forms of more common diseases. 
 
Question 2 Do you agree that there is a pressing need to improve coding and classification in this area? 
 
There is no question that there is a need for improving coding and classification of RD. Indeed we are 
collaborating with the ad hoc working group of the Rare Disease Task Force at EU level (and also at a 
National Level). 
 
Question 3 Can a European inventory of rare diseases help your national/regional system to better deal 
with RD? 
 
A European inventory of RD would be of great importance, although the effort to establish this inventory 
could be extremely demanding in term of financial and intellectual commitment. Of course such an effort 
should take advantage of what has already been done in single countries. 
 
Question 4 Should the European Reference Networks privilege the transfer of knowledge? The mobility of 
patients? Both? How? 
Question 5 Should on-line and electronic tools be implemented in this area? 
 
Mobility of patients could be considered for special cases, where specific expertise are needed, or procedures 
that are available in very few sites are required, although mobility of specialized teams of operator – 
supported by special funds that may be conceived for the purpose – could also be considered. However, 
taking advantage of the growing information technology, transfer of knowledge seems to be preferable. 
Indeed on a small scale it is exactly what is already taking place in some center. For example as responsible 
of an International Registry of Recurrent and Familial Hemolytic uremic syndrome/Thrombotic 
Thrombocytopenic Purpura we are constantly corresponding worldwide on resolution of clinical cases. Not 
only, we are also collecting and circulating biological samples for several kinds of clinical investigations. 
Surely examples like this exist in EU for other disease-oriented networks. What may be lacking, and EU 
sovra-national authority can be of help, is a precise knowledge of rules and regulation concerning the issues 
related to sample banking, privacy issue etc. 
 
Question 8 Do you envisage the solution to the orphan drugs accessibility problem on a national scale or on 
an EU scale? 
Question 9 Should the EU have an orphan regulation on medical devices and diagnostics? 
Once approved by the regulatory agency, orphan drugs should be available to all those patients who are in 
need for them. The differences between MS in making them available should be amended as much as 
possible.  
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More in general a comment on the process of approval of orphan drugs is needed. Often the dossiers for OD 
approved over the last few years show several limitations: frequent lack of dose-finding studies, of controlled 
studies, of active comparator where available, of multicentre phase III trials with a suitable number of 
patients (particularly for diseases with a frequency from 5/100 000 to 5/10 000), insufficient exposure to the 
treatment, use of surrogate end-points or weak proof of clinical benefit.  
The requirement for follow-up studies for the 10 drugs approved ‘under exceptional circumstances’ will not 
necessarily be met and in any case many years are likely to pass before the results are known.  
It is certainly difficult to find a balance between the urgent need for drugs for patients with rare diseases 
while guaranteeing at least their quality, efficacy and safety and, when necessary, making comparisons with 
existing drugs.  
Probably the lack of reliable methods for evaluating the effect of drugs on small numbers of patients is partly 
responsible for the general poor quality of the dossiers. Unquestionably, less stringent criteria are acceptable 
for orphan drugs, than for drugs for more common diseases, particularly in view of the small or very small 
numbers of patients. However, even when few patients are available at least a phase II study should be done, 
comparing the new treatment with the best available care, to establish the clinical benefit of the new therapy.  
The low rate of OD licensing and the poor quality of the dossiers accompanying the marketing authorization 
applications can be explained to some extent by the paucity of funds for companies willing to develop OD. 
There is an urgent need to establish programs setting aside a special fund and providing tax relief for 
sponsors producing OD. 
Finally, the EU regulation should also be extended to medical devices and diagnostics.  
 
Question 12 How do you see the role of partners (industry and charities) in an EU action on rare diseases? 
What model would be the most appropriate? 
 
We strongly support the notion that intensification of research efforts is the key factor for a real change in the 
development of new diagnostic and therapeutic opportunities for patients with rare diseases. Also we support 
the notion that research in this field should be lead by public-sector interest and academia, and that the 
investment of significant funds should be supported by EU. Once established the leadership of research 
effort by the public sector, there is no doubt that the partnership between academia and private sector is an 
essential step.  
 
Question 13 Do you agree with the idea of having action plans? If yes should it be at national or regional 
level in your country? 
 
Action plans for the health care systems are needed in all EU countries, and those countries which have 
already adopted an action plan could be taken for example by other that have not. 
Even though there are several differences in how health care is provided for in EU countries which make 
difficult an adoption of a supranational action plan, nevertheless there is absolute need for EU to establish a 
set of guidelines that can be adopted – after appropriate adaptation – in each MS.   
 
Question 14 Do you consider it necessary to establish a new European Agency on RD and to launch a 
feasibility study in 2009? 
 
The establishment of a new European Agency on RD could represent a big step forward for the development 
of long-term programs of EU in the field of RD.  
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