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The World Health Organization (WHO) welcomes the consultation launched by DG SANCO of 
the European Commission (EC) on rare diseases.  
 
We agree with the EC and many others that the specificity of these diseases and the scarcity of 
expertise single them out as an area where international cooperation is the necessary means for 
further progress. We believe that – at the European as well as at global levels -WHO is for both 
the European Commission and other stakeholders an indispensible partner in the area of rare 
diseases (RDs).  
 
From our stand point, the RDs debate should be consistently underpinned with consideration of 
the potential but also limitation of national health systems to cope with the challenge. The 
European response to RDs related issues should be found by all the European stakeholders in a 
consensual manner, so as to avoid the domination of certain interests over others. We in WHO 
are willing and ready to share with all our knowledge and understanding of the European health 
systems, help further develop the dialogue between stakeholders and  contribute to the 
identification and implementation of  relevant policies and effective interventions.  
 
Equally important in the RDs debate is the ethical dimension. Collective European action on 
RDs comes down to respecting the core WHO values of solidarity, equity, fairness and 
participation. Ethical, values-driven governance is a core policy framework of WHO/Europe 
endorsed by the 53 WHO European Member States, among whom all the 27 EU Members, as 
well as the EU accession, candidate and neighboring countries. 
 
From the WHO point of view, “positive discrimination” issues need to be discussed during the 
consultation and consequently taken into account by whatever legislative and non-legislative 
action the EC opts for, because the RDs patients and their families are particularly isolated and 
vulnerable. They suffer despair, psychosocial burden, lack of therapeutic hope, absence of 
practical support for everyday life; they encounter major difficulties to manage treatment and 
everyday life. RDs may often lead to reduced educational, professional and social opportunities. 
 
At the same time, there are growing concerns that health systems are now willing to pay much 
more for orphan diseases (in terms of costs per Quality Adjusted Life Years or cost per life year 
gained) than for other diseases which have – if dealt with – bigger potential for health gain. The 
prices for research and drugs make it impossible for treatment of RDs to meet the conventional 
criteria for cost-effectiveness. That’s why the US debate is mainly around the cost of production 
and value of innovation. In Europe the case is much more about equity.  
 
The two approaches do not exclude one another, for instance in regard to access to orphan drugs. 
In some EU Member States this access is restricted basically because of the prohibitively high 



 
 

prices in combination with the uncertainties about the effectiveness of these drugs. Studies are 
not fully conclusive, and just like with other medicines, governments will try to make rational 
decisions based on medical need, life saving potential, cost-effectiveness and equity and “rule of 
rescue” considerations on paying for these drugs. Increasingly, alternative payment schemes are 
also being experimented with, e.g. the “risk sharing schemes in the UK, where government and 
industry agree on a price for expected outcomes, and only if the results are in accordance with 
those outcomes, a premium price is being paid”. These are considerations that are inevitable, 
even when a European country is committed to respecting the values of solidarity, fairness and 
equity. WHO is willing to support the EC in putting together such information about the health 
system dimension of the ethical debate on RDs. This relates to health systems issues WHO 
already works on, such as cross-border care, quality of and access to health services, patients-
centered care, mobility (of patients, health workforce and knowledge), pharmaceuticals, health 
research, accreditation and quality assurance, health financing, eHealth et al.  
 
Finally, WHO sees a clear need, both in the European context and globally, to have better 
knowledge and evidence on the course and outcome of the diseases in order to evaluate 
outcomes of treatments. Therefore it would seem useful if research into these areas, the setting-
up of trials and clinical registers and the development of drugs, could have a wider global 
coordination, and the EU could play a leading role in that. 
 
This document provides in an annex a brief summary of what WHO has already done and is 
doing in the area of rare diseases.  
 
Further below, this document outlines some concrete responses from the WHO perspective to the 
questions formulated in the consultation.  
 
1. Is the current EU definition of a rare disease satisfactory? 
 
The currently used definition, although arbitrary, does serve its function of differentiating 
between common and rare diseases. Yet, at some point there has to be a revision, with a 
consideration of global prevalence instead of prevalence in Europe only. Today, a similar 
prevalence rate is being used in the USA. Globally, certain concerns are increasing that the issue 
of prevalence, linked to definitions, needs to be looked at again, as incentives for drug 
development may seem to be given twice by societies. There are also some concerns about the 
growing trend to segment diseases into smaller and smaller sub-diagnosed areas and therewith 
creating “orphan” areas. Lastly, the tendency to talk about “ultra-orphan diseases”, those with 
only a very few patients, also face the public health community with the need to discuss with the 
medical community, at national and international levels, how far we go in defining rare diseases 
– hence provide solutions for them. 
 
2. Do you agree that there is a pressing need to improve coding and classification in this 
area? 
 
WHO maintains the International Classification of Diseases (ICD). Currently, an update of the 
ICD 10 is under way, to be finalized by 2012. The newer upcoming version ICD 11 provides a 
world-wide established standard for coding all diseases, including rare diseases. To establish 
further coding systems would dilute the advantages of a common coding system. WHO does not 
see a clearly justified need for a specific European approach. European experts on rare diseases 
are already deeply involved in a working party on rare diseases in order to ensure their views are 
appropriately reflected in the ICD 11 elaboration. The whole WHO process of updating the ICD 
11 is organized in a participatory way; so far, WHO is not aware of any claims brought forward 
by RDs experts that WHO has not sufficiently taken notice of.  
 



 
 

As for the European Union dimension, the EC task force on rare diseases/Orphanet is also 
closely involved in the ICD revision. In conjunction with RDs experts from other continents, it 
forms the Topic Advisory Group for Rare Diseases within the revision of ICD.  There seem to be 
no objections to the present definition of rare diseases, neither from the international 
membership of this TAG on rare diseases, nor from other groups involved in the revision 
process, so far. 
 
In parallel, the process of ICD revision and updating currently involves several EU Member 
States – in different fields and at different levels of resourcing. This is done through the WHO 
Collaborating Centres - authorities dealing with data and classifications (and more) in their 
respective countries/sub-regions. Finally, the WHO Director General has announced the start of 
the revision work and invited all member states to participate, in a circular letter on 13 April 
2007.   
 
The collaboration of WHO with relevant stakeholders groups- in Europe and globally- has led to 
the formulation of comparison lists for hospital activity for diagnoses and, more recently, for 
procedures. 
 
The interest of the EC and EUROSTAT in the ICD revision process is highly welcome by WHO. 
A closer relationship such as the one we have now enriches the revision process in content, 
resources and expertise. The EU task force Rare Diseases/Orphanet should continue their work 
for contributing to the whole revision process, and beyond. In addition, there is still an 
opportunity for additional engagement, to be further discussed. 
 
3. Can a European inventory of RDs help your national/regional system to better deal with 
RD? 
 
Given that rare diseases are a global burden, a European inventory poses the risk of duplication 
of international efforts. However, a European initiative can create momentum and also gain 
some leadership role of Europe in this specific area. The inventory should follow the structure of 
the ICD 10 and later ICD 11, since the creation of an inventory could be the first step towards an 
own classification. Orphanet is already an existing and quite valuable inventory with additional 
features and should be sponsored further by EU. 
 
4. Should the European Reference Networks (ERN) privilege the transfer of knowledge? 
The mobility of patients? Both? How? 
 
WHO sees the potential establishment of reference centres for the EU Member States as a 
powerful move towards a comprehensive clinical network in order to allow European citizens 
easy access to specialized diagnostics and care. 
 
5. Should on-line and electronic tools be implemented in this area? 
 
It is common knowledge that rare diseases cannot be adequately handled without electronic 
tools. The WHO global observatory on eHealth is included in these developments; the WHO 
Regional office for Europe is also ready to mobilize resources to play a more active part in that 
respect. 
 
6. What can be done to further improve access to quality testing for RD? 
 
It should be carefully considered whether the EU Member States would encourage the EC to 
take an active part in this, as it may be seen overlapping directly with national quality 
regulations. An open coordination approach would be appropriate, in order to increase 
transparency and to communicate best practice examples. 



 
 

 
7. Do you see a major need in having an EU-level assessment of potential population 
screening for RDs? 
 
WHO would like to reinforce the message that there is a distinction between screening neonates 
and adults. Due to tandem mass spectrometry, over 40 metabolic diseases can now be screened 
in neonates. Not for all of these diseases, however, treatment is available. For that reason, some 
countries do not reimburse the test completely, since knowing earlier does not change the course 
of disease. An EU-level assessment therefore should clarify the list of diseases which can and 
should be screened for, looking at the various tracking systems in place. This is essential since 
some diseases require immediate (such as dietary) action and finally informed consent of the 
patient prior to screening is of high importance. In additional, it should not be forgotten that 
there is a high risk of false positives and false negatives due to the low prevalence of the 
diseases. In regards to the screening of adults, no serious approach has been shown so far which 
could thoroughly and reliably identify rare diseases among adults. 
 
Health Technology Assessment (HTA) is a powerful instrument when describing the current 
evidence around rare diseases. HTA can be helpful in the assessment of screening policies and 
treatments, as well as when identifying knowledge gaps in the field of RDs. More HTA should 
be done in that area, hence WHO sees a need for dedicated HTA in that area which could be 
eventually supported by the EU.  The Health Evidence Network of WHO/Europe can support 
HTA input in that area and direct the institutional focus of  the European network members to 
the field of rare diseases. 
 
9. Should the EU have an orphan regulation on medical devices and diagnostics? 
 
HTA methods do apply to orphan drugs as well, but as with other drugs, they are not the sole base for decision 
making.  In the case of orphan drugs, considerations of equity, “rule of rescue”, “fair innings”, etc. play an 
important role in making purchasing decisions. In the same time, compassionate-use programmes should be 
supported, developed and used at their full potential. 
 
The orphan drug legislation has led to the development of new research. There are about several hundred drugs in 
the pipeline today; yet, concerns exist: 

• Only few of those drugs have actually made it or will make it to the market. 
• Often their effectiveness is not well proven, and there is a need for setting up clinical 

registers to allow getting better evidence of effectiveness and outcomes. 
• There is a risk and potential that new orphan drugs get used for other indications 

(especially in the area of oncology) and therewith the incentives that society provides (in 
the form of market exclusivity and very high prices) get distorted.  

 
 
10. What kind of specialised social and educational services for RDs patients and their 
families should be recommended at EU level and national level? 
 
WHO welcomes the interest expressed by the EC to support countries in developing such 
services, bearing in mind this would benefit from international collaboration at EU level and 
beyond. 
 
11. What model of governance and of funding scheme would be appropriate for registries, 
databases and biobanks? 
 
WHO/Europe can offer support by possibly hosting databases for EU in that field, either on a 
project or on a permanent basis. The WHO format of Public Private Partnerships, as being 
developed and implemented for several tropical and neglected diseases (see WHO 



 
 

www.who.int/phi), may be a model that has potential in this area as well. Publicly funded 
research is already addressing many of the fundamental biological and patho-physiological 
processes underlying many orphan diseases. 
 
12. How do you see the role of partners (industry and charities) in the EU action on RDs? 
What model would be the most appropriate? 
 
WHO/Europe can provide substantial insight and knowledge to the field of RDs, especially in 
the area of health information, classification and also, depending on the disease, on specific 
clinical backgrounds. It expresses a strong interest in taking part in future European-wide 
partnerships on rare diseases. Public funding for patients’ support groups would be an important 
step forward. 
 
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 is indeed required, particularly in the area of research – namely, adopting a research 
agenda, prioritizing research topics and finally the creation of research networks. All these 
require a structured approach. Action plans in RDs should be closely harmonized with the 
overall research activities of EU. WHO/Europe can provide insight and information in that area, 
if needed. 
 
14. Do you consider it necessary to establish a new European Agency on RD and to launch 
a feasibility study in 2009? 
 
This is obviously a question for the EU Member States to decide. From a WHO/Europe 
perspective, it appears to be too early to come up with any decision as to the establishment of 
such a structure. After the consolidation of the field and the identification of major strands of 
work and services, all stakeholders collectively should be given the opportunity to decide how 
far this can be facilitated via networks or whether a permanent agency would be serving the 
needs of the RD field better. For what we know so far, it is not evident that a EU Agency on RDs 
is needed. What is vitally needed is coordination, but probably structures that already exist and 
function well can ensure that.  
 



 
 

Annex: Where is WHO in the Rare Diseases area? 
 
So far, WHO has not approached RDs as a single topic but dealt with it through related issues 
such as genetic diseases, pregnancy and childhood prevention, non-communicable, chronic and 
uncommon diseases. 

- Report of the WHO Director-General, 1998-20031 recognized that genomics research is  
opening new opportunities for prevention, diagnosis and treatment, notably of RDs.  

- 2002: the Report of the Advisory Committee on Health Research, WHO Geneva,  
“Genomics and world health” was published and the 57th World Health Assembly urged 
Member States to consider adopting its recommendations2. A WHO meeting on Collaboration in 
Medical Genetics formulated a strategy relevant to WHO’s country, regional and global 
activities in promoting genetic services and collaboration. 

- 2003: Genomic Resource Centre (GRC3) created with the contribution of the University 
of  

Toronto, following the work of the Collaborating Centres of Oslo and Moscow, it offers models, 
recommendations and resources for effective genetic health services according to country needs. 

- 2004: a WHO report “Priority Medicines for Europe and the World”4 identifies a 
priority list of medicines and looks at the gap in research and innovation of medicines for 
diseases for which treatments do not exist or are inadequate (“diseases for which basic and 
applied research is required” and “neglected diseases or areas”5). Potential solutions are 
identified, suggesting that Europe can and should play a global leadership role. The EMEA, 
national authorities, scientists, industry and the public should critically review the regulatory 
requirements for the medicine development process. The EC and national authorities should 
support a research agenda for rewarding clinical performance and linking prices to national 
income levels; encourage investment in basic research and facilitate innovation; launch, by 
public-private partnerships and other not-for-profit, product development initiatives and create 
market incentives for the pharmaceutical industry. 
N.B.: A 2004 Eurordis6 publication about this report, pointed: “the inconsistency used throughout the report when 
addressing rare diseases; the absurdity of geographical cut limiting the problematic of RDs only to EU and USA 
and the absence of a worldwide reflection on Orphan Drugs”. 

- 2005: WHO Executive Board 116th session, underlines that the beneficial applications of 
genomic knowledge are still evolving, but in the future genomics will make “a significant 
contribution to the area of public health”. The granting by national authorities of “orphan” 
drug designation for the treatment of rare diseases will encourage initiatives to promote the 
development of appropriate drugs and may provide therapeutic benefits to patients. The support 
of genetic services in primary care must be further encouraged. “Also, many people with rare 
genetic diseases face inadequate treatment because there are few potential financial incentives 
for pharmaceutical companies to develop appropriate drugs”7.  

- 2006: Stolk P. and al.8 propose an additional complementary Orphan Medicines Model 
List to include drugs for rare diseases in the Essential Medicines program of WHO. 
- 2007: WHO launched a major online project to revise the global standard for medical and health 
statistics, the International Classification of Diseases. Several Topic Advisory Groups have been 
established by WHO to serve as planning and coordinating advisory bodies for specific issues in 
the update and revision process. The Rare Diseases group is chaired by Mrs. S. Ayme (France). 
 
 

                                                           
1 http://www.who.int/gb/ebwha/pdf_files/EB116/B116_3-en.pdf  
2 Resolution WHA57.13 Genomics and world health 
3 http://www.who.int/genomics  
4 http://mednet3.who.int/prioritymeds/report/final18october.pdf  
5 http://www.who.int/mediacentre/news/releases/2004/pr83/fr/index.html 
6 www.eurordis.org 
7 WHO Report by Secretariat 116th Session, Control of genetic diseases, 21st April, 2005 
8 Stolk P and al., « Rare Diseases: drugs for rare diseases as Essential Medicines », Bulletin WHO, 2006 ; 84, pp 745-51. 
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