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Dear Sir/Madam, 

Please find enclosed my response to the public consultation on rare diseases. I hope that my 
answers will be self-explanatory, but, if not, please do not hesitate to contact me. 

The answers to some of the questions are based on policy which the Netherlands has been 
pursuing for some years now: this is particularly true for the answers to questions 4 to 9 and 
question 11. The other answers are based on discussions with my colleagues at the Ministry of 
Health regarding your questions. 

I should point out that the answers in the latter category do not constitute an official position 
of the Netherlands Government. Rather, they have a stock-taking, exploratory and informal 
character. 

Yours faithfully, 

Director of the Medicines and Medical Technology Department, 

 

H.R. Hurts 



Question 1: Is the current EU definition of a rare disease 
satisfactory?  

 

The current definition, as set out in Regulation (EC) 141/2000, is largely compatible with 
standard definitions used in other parts of the developed world (US, Canada, Australia, Japan 
and - since 2007 - Switzerland). There is no need at the moment to change the definition, in 
particular regarding the prevalence of rare diseases. However, the Netherlands would like to 
draw your attention to the fact that an (internal) analysis of the prevalence of drugs known as 
orphan drugs pursuant to the above-mentioned Regulation has shown that no more than 10% of 
drugs bearing this designation relate to diseases with a prevalence of 0.1 per 10 000 or lower. 
The median point on the frequency distribution curve is at around 1 per 10 000. If this is 
compared with the frequency distribution of the prevalence of known rare diseases, it can be 
seen that the prevalence of the majority of these diseases is lower than 0.1 per 10 000. The only 
conclusion to be drawn is therefore – for whatever reason – that no drugs have yet been 
developed for the majority of rare diseases. Changing (i.e. lowering) the prevalence criteria in 
the current Regulation would not be my preference, as I explained above. However, it would be 
useful to take account of this important aspect in the allocation of funds from the Seventh 
Research Framework Programme. 

Question 2: Do you agree that there is a pressing need to improve coding and classification in 
this area? 

Yes, the current ICD-10 is not precise enough. 

Question 3: Can a European inventory of rare diseases help your national/regional 
system to better deal with RD? 

An inventory would be useful for several reasons. Information on the number of patients with a 
particular disease, in combination with an estimate of the price of an orphan drug, is useful to 
come up with a fairly realistic estimate of the expected cost of providing this orphan drug. An 
inventory would also help the pharmaceutical industry to explore the market. An inventory with 
information covering more than just numbers of patients and prevalence of the disease in 
question would also be useful for researchers, treatment providers and patient organisations. As 
far as care aspects are concerned, a national or regional inventory would be more appropriate. 

Question 4: Should the European Reference Networks privilege the transfer of knowledge? The 
mobility of patients? Both? How? 

The principle on which the Netherlands bases its policy is that the reference networks should 
focus primarily on the transfer of information and knowledge. Treating patients in another 
Member State may be necessary or desirable in exceptional cases – in fact, this has been 
happening for years – but the Netherlands does not wish to see a stream of patients with rare 
diseases crisscrossing Europe. Proper care should preferably be available locally. Treating 
patients abroad can lead to a whole range of problems, including language barriers and cultural 
differences between treatment providers and patients/their families. Another important point is 
that the travel and subsistence costs of family members are not normally reimbursed, and, in the 
event of a long stay or regular trips for treatment abroad, this can cause real difficulties. Another 
problem is resistance to antibiotics. Dutch patients who have been admitted to a hospital abroad 
cannot just be transferred to one in the Netherlands because of the need to prevent further 
spread of existing resistances. A typical example of this is the MRSA issue. 

Question 5: Should on-line and electronic tools be implemented in this area?  

If you mean whether patients should carry cards similar to the Electronic Health Insurance Card 
(EHIC) on which sensitive personal information is stored, the answer is no. The purpose of the 



EHIC is limited to allowing an insured person to request treatment during a temporary stay 
abroad, especially in emergencies. The primary purpose of the EHIC for the Member States is to 
determine people's insurance status, so that the country of treatment can be sure that the 
medical expenses incurred will be covered. We are still far from including the medical records of 
insured persons on these cards. There are divergent views in the EU about the storage of this 
kind of information on an electronic card such as the EHIC. 

For the time being, the Netherlands is considering other ways of exchanging medical information 
relating to individual patients in a European context. As part of the CIP (Competitive Innovation 
and Framework Programme), a number of Member States, including the Netherlands, submitted 
a proposal for a large-scale pilot at the end of October 2007. This included two elements: the 
Patient Summary and Medication Information. The Netherlands assumes that relevant 
information on rare diseases will be included in that context. 

Question 6: What can be done to further improve access to quality testing for RD? 

It would be a good thing for the availability and accessibility of accurate diagnostic tests to be 
optimised, whilst meeting the quality assurance and international recognition requirements. The 
use of these tests must be reserved for qualified treatment providers and/or institutions, e.g. 
clinical genetics centres. The recommendation must not be interpreted as a plea for greater use 
of self-testing for rare diseases. The quality of in vitro diagnostics (and also these tests) is 
regulated in the Netherlands by the Besluit in-vitro diagnostica (In vitro Diagnostics Decree) 
which relates in turn to the implementation of EU Directive 98/79. 

All in vitro diagnostics must meet the same essential requirements. In principle, a producer can 
declare himself that his in vitro diagnostics meet the essential conditions and then place the 
product on the market. The Directive contains a list of exceptions to this rule, where, for the 
diagnosis of certain conditions/parameters, an approved body must first check whether the 
product meets the essential requirements. This list of conditions/parameters reflects the scientific 
situation in the mid 1990s, i.e. what was then considered high-risk. The EU is currently 
developing a policy to adapt this list of diseases to the current situation and to make it more 
'future-proof'. 

Question 7: Do you see a major need in having an EU level assessment of potential 
population screening for RD? 

Before including a test in ongoing population screening, it is normal practice in the Netherlands 
for the Health Council (HC) to be asked for its advice. The HC forms a committee comprising 
eminent experts, and this committee consults existing and international literature about scientific 
developments in the various fields. The HC cooperates at European and international levels with 
comparable advisory bodies. It is a member of the European Science Advisory Network for 
Health (EuSANH) and the International Network of Agencies for Health Technology Assessment 
(INAHTA). 

The Netherlands currently applies, inter alia, the internationally accepted criteria for deciding 
whether the government should offer population screening (see Wilson, J. M. G., and G. Junger. 
1968. The principles and practice of screening for disease. Public Health Papers: WHO 34). One 
of these criteria is that the health problem in question must potentially affect a large number of 
patients. In some cases, however, the Netherlands takes a different approach, for example as far 
as the heel prick test for newborns is concerned. The screening of the sample taken from this 
heel prick now includes several very rare diseases which can be easily tested for as part of this 
screening. Given the above, separate screening for rare diseases is not on the agenda in the 
Netherlands at the moment. In March 2007, the Minister of Health asked the Health Council for 
advice (request for advice on predictive medicine) as to whether the government's criteria for 
population screening were still valid, also in the light of rapid developments in the range of 
screening tests available, including genetic tests. The Health Council is due to publish its advice 
this year (2008), and the Minister of Health will then determine his position. 



Cooperation and the exchange of knowledge and policy between Member States is certainly 
desirable and useful. But this already happens, and experiences in other Member States are 
not always directly applicable in the Netherlands. The opposite applies too, of course, and is 
the result of cultural differences between Member States and differences in the organisation 
and funding of health care. An assessment at national level will therefore continue to be 
essential. 

Question 8: Do you envisage the solution to the orphan drugs accessibility problem on a 
national scale or on an EU scale? 

In a European context, "accessibility" means primarily the reimbursement of the cost of orphan 
drugs. The European Commission registers orphan drugs. In theory, this means than they are 
available to every EU citizen. Orphan drugs, like other drugs registered at European level, are 
brought onto the 27 sub-markets (the Member States) by the registration holder. Each Member 
State then considers whether to reimburse the cost of these drugs, which are nearly always 
expensive. In practice this means that the drugs are introduced to the sub-markets unevenly and 
that requests for reimbursement are also considered differently. That is why accessibility to 
orphan drugs differs in the individual Member States. A simultaneous decision on the 
reimbursement of the cost of orphan drugs is not feasible, at least for the time being, as the 
social security systems of the Member States are too different. 

Question 9: Should the EU have an orphan regulation on medical devices and 
diagnostics? 

No. It would appear that specific measures are needed for medical devices and diagnostics for 
rare diseases, but an EU regulation would not be the right way forward. European medical device 
rules differ fundamentally from the rules for drugs. The current European rules for orphan drugs 
cannot be extrapolated to cover medical devices and diagnostics. The 2007 report from the 
Rijksinstituut voor Volksgezondheid en Milieuhygiëne (National Institute for Public Health and 
Environmental Hygiene) entitled 'Medical Devices for small target groups' (RIVM Report 
360020001/2007) mentions a number of obstacles for orphan medical devices. Some of these 
relate to the manufacturer's planning and organisation and to the issue of reimbursement, neither 
of which lend themselves to regulation at European level. 

Question 10: What kind of specialised social and educational services for RD patients and 
their families should be recommended at EU level and at national level? 

Information is available about RD and the possibilities for diagnosis and treatment, for example 
information on registered orphan drugs (the European Public Assessment Reports - EPAR) and 
the Orphanet database. There is also a wealth of information in the Netherlands from patient 
organisations and the Orphan Drugs Steering Group (see answer to question 13). The 
Netherlands has also developed specialised social and educational services for patients and 
their family members and made them available to people who are sick and have certain 
limitations, meaning that they need extra care and support, and patients with a rare disease are 
free to use them. However, no services have been developed specifically for patients with rare 
diseases. It is not currently clear whether there would be a need for these in the Netherlands or 
indeed in other Member States. Neither is it clear whether there is a need for supplementary 
social and educational services at European (i.e. EU) level. It goes without saying that we wish to 
maintain the quality of these social and education services and, where necessary, improve them. 

Question 11: What model of governance and of funding scheme would be appropriate for 
registers, databases and biobanks? 

In the Netherlands, most of the patient databases and biobanks are controlled by scientific 
institutions and other public organisations. Recently, the Netherlands Government agreed a 
multi-year subsidy for a collection of new biobanks, entitled Parelsnoer or 'string of pearls'. Each 
'pearl' in the string is a national biobank for a particular disease developed by cooperating 



university medical institutes. Parelsnoer is managed jointly by these institutes. Another initiative 
is known as 'Lifelines'. This biobank contains the details of 165 000 people from the three 
northern provinces and is also a university initiative. 

The Netherlands takes the view that it is important to be able to link these databases to each 
other and to databases in other Member States. The Netherlands currently subsidises the 
existing databases as follows. The government contributes 50% and the universities the other 
50%, although it should be pointed out that universities are themselves funded to a significant 
extent by the government. However, the Netherlands Government will not subsidise any 
commercial databases. After a few years, the universities will have to be able to fund these 
databases themselves, in full. Finally, I should add that the current funding model is not structural 
in nature. 

 

Question 12: How do you see the role of partners (industry and charities) in an EU action on rare 
diseases? Which model would be the most appropriate? 

Collaboration between partners is desirable and even necessary to promote research into and 
the industrial development of orphan drugs. Public-private ventures can sometimes be used to 
develop collaboration of this kind. Patients and tissue material are vital for basic and clinical 
scientific research, and for studying the natural progress and long-term effects of orphan drugs. It 
is therefore appropriate for patient organisations, researchers, treatment providers and drugs 
companies to work together. Experience in the Netherlands, as well as in working groups at the 
EMEA, also demonstrates clearly that partners in a joint venture can have not only common but 
also very different interests. 

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? 

The Netherlands set up the Orphan Drugs Steering Group in 2001 and takes the view that this 
has the features of an action plan. This steering group, wholly funded by the Ministry of Health 
but nevertheless independent, comprises representatives of the relevant parties, such as patient 
organisations, researchers, treatment providers, registration authorities, insurance providers and 
the drugs industry. The steering group takes stock, coordinates and stimulates in the broad field 
of rare diseases and orphan drugs, and is also active in an international network of comparable 
institutions within the EU, elsewhere in Europe and beyond. The thinking behind this is that there 
are local (national) problems – which have to be tackled at national level – but also international 
problems whose solution must be attempted at international level. Regulation (EC) 141/2000 is, 
in fact, based on this international dimension. Because of the organisation of healthcare at 
national level, a national approach is the most suitable for the Netherlands. 

Question 14: Do you consider it necessary to establish a new European Agency on RD and to 
launch a feasibility study in 2009? 

I am not yet convinced of the added value of a European Agency on RD, although a feasibility 
study could demonstrate the importance thereof. The issues surrounding rare diseases and 
orphan drugs are partly national and partly international, as the questions above (1 to 13) and the 
answers make clear. A European Agency could be useful for those tasks which cannot be 
implemented at Member State level. A feasibility study would have to highlight precisely these 
aspects, in addition to the practical aspects such as how to organise and fund such an agency. I 
also believe that such an agency would not have to be too large – rather, it should play a 
coordinating role in existing and new networks. 

In addition to a feasibility study, I would also be in favour of an evaluation of the existing 
activities at Community level which have now been running for several years. In January 
2010, Regulation (EC) 141/2000 will be ten years old, and, in my view, this would be a 
suitable time to present an evaluation of this kind. The results of the evaluation would 
certainly be of value for deciding whether or not to establish a new European Agency on RD. 
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