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Response to the European Commission 
Public Consultation on “Rare Diseases – Europe’s Challenges” 

 
We welcome the European Commission’s initiative to issue a broad consultation on a 
proposed European Action in the field of Rare Diseases.  Rare Diseases affect our European 
society in many different ways – from the patients themselves, their carers, the healthcare 
systems to our science-base and research communities. 
 
A concerted effort and a commitment to collaborative effort are needed within Europe to 
address the challenges associated with taking care of patients with rare diseases.  This will 
require cooperation and communication across sectors, along the development process and 
between Member States, for the good of Europe as a whole. 
 
The consultation document is very comprehensive which reflects the wide-ranging nature 
of the challenges the rare disease field Faces.  However, in order to make concrete 
progression, priority areas need to be identified.  We would suggest that the efforts 
focus on creating sustainable systems for giving patients access to rare disease treatments, 
because this is where the most positive impact can be made. 
 
As this public consultation will result in the possibility to find practical solutions for some 
of the very real problems facing the rare disease field in Europe, we have focussed on a 
core number of questions and have tried to be as specific as possible in making 
suggestions for concrete ways forward.  We hope this will be a useful contribution to 
your work and are ready to provide any further information or details should you so 
wish. 
 

 

Question 1: Is the current EU definition of a Rare Disease satisfactory? 

 
A. Current EU definition for review and approval process is appropriate and should 

be maintained. 
The current EU definition of 5 in 10,000 (or 1 in 2,000 as it is sometimes expressed) for the 
evaluation and authorisation of Orphan Medicinal Products is appropriate and should be 
maintained.  It recognises the increased complexity of research and development for 
treatments for rare conditions.  Towards the upper end of the scale – as the prevalence 
begins to approach 5 in 10,000 – it is clear that normal methodologies may be applied to 
the development of treatments.  Therefore, the cut-off point is probably appropriate.  
Further, it is well-recognised and well-documented (thanks to the EMEA’s review of 
different conditions that have applied for orphan designation).  We would suggest that for 
the review and authorisation process, the current EU definition be maintained. 
 
B. Some Member States have created additional support to address the challenges 

caused by rarity and these should be welcomed.  Increased rarity leads to 
increased challenges at all stages of the process.  Challenges and complexity 
increases in direct correlation to rarity.  Systems need to acknowledge this and, 
where they do, should be supported. 

It is crucial to understand and acknowledge that the complexity of all aspects of rare 
diseases is created by the very fact that they are rare.  And that this complexity is a sliding 
scale, increasing in direct correlation to the increasing rarity.  The rarer the condition, the 
more challenging become all aspects of the treatment, from research, through clinical 
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trials, registration and eventual reimbursement decisions.  Commercial uncertainty for the 
developers of the products also increases with increased rarity. 
 
Understanding this gradient is crucial to understanding and acknowledging the creativity 
and flexibility that is needed at all stages, to acknowledge the special situation created by 
rarity and to allow the development of appropriate approaches the rarer the disease 
becomes. 
 
An understanding that it is the rarity of the condition that creates the challenges is also 
crucial to ensure the sustainability of the rare disease field.  If the systems are not flexible 
enough to reflect the increasing challenges created by increasing rarity, the patients at 
the rarer end of the rare scale will suffer. 
 
Some individual Member States have attempted to address these additional challenges 
created by increasing rarity by setting specific categories that require special 
treatment in their healthcare systems.  These attempts to find solutions for the issues 
created by the rarity should be welcomed in the current absence of any EU-level 
support for the specific needs of very rare conditions. 
 
However, understanding of the relationship between rarity and complexity is the vital 
element to understanding the challenges in the field and, we would argue, underlies each 
question contained in this consultation.  Education and awareness-building of this fact is 
vital at all stages of the system. 
 
 

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

 
 

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? 

 
A. Information to Patients 
The European Commission has announced that during 2008 it intends to draft new 
European legislation proposing to allow a wider spectrum of product information to be 
provided to patients in the EU. 
 
This development is crucial to rare disease patients who, due to the rarity of their 
condition, are often faced with a long and drawn-out process before they are correctly 
diagnosed.  Patients may have to wait years – sometimes more than 15 years – for a 
diagnosis.  They may be obliged to travel abroad, again, an option only open to those with 
the socio-economic possibilities to do so, and may undergo unnecessary or inappropriate 
treatments, including unnecessary surgery. 
 
Given the nature of rare diseases, patients are often more aware of their condition and 
the possibility of it being a certain rare condition than their general physician. 
 
Currently, companies are excluded from participating in the provision of information to 
patients on products.  Under the new legislative proposals, companies may be invited to 
play a more active role.  If in no other area, this will be a very important development in 
the field of rare diseases.  Given the intense research carried out by companies in the 



 

APBIO - Portuguese Bioindustries Association Response to the European Commission 
Public Consultation on “Rare Diseases – Europe’s Challenges” Page 3 of 13 

journey to developing a treatment for a rare disease, they often have a wealth of very 
specific information that could be of use to patients suffering from this condition.  They 
are, therefore, well-placed to participate in the provision of information  
 
It is not clear at this stage what form and format it is proposed that this new information 
to patients will take, how the information will be verified / monitored, nor what channels 
will be used to communicate the information.  These all remain to be agreed during the 
course of the development of the legislation.  One thing is very clear and that this will not 
include “US-style direct-to-consumer advertising”. 
 
Nevertheless, more widespread use of the legally approved documents such as the Patient 
Information Leaflet (PIL), the Summary of Product Characteristics (SmPC) and the label 
could form a basis for a non-bureaucratic and cost-effective system. 
 
B. Online Tools a Useful Resource 
Comprehensive disease awareness resources are vital in the field of rare diseases and could 
be disseminated in a variety of different ways, including on-line resources such as the 
Orphanet database.  This already plays a key role for those wishing to find out specific 
information about rare conditions and could form a useful platform for the information to 
patients proposals in the rare diseases field. 
 
However, if the role of Orphanet were to be expanded to fill this role for rare diseases in 
particular, extra funding would be needed.  We support the proposal to fund Orphanet 
from central EU level funds, which would allow it continue and expand its remit, would 
keep it neutral in its functioning and would avoid any perception of bias. 
 
 

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

 
Access to quality diagnostic testing is critical to the care of patients with rare genetic 
diseases.  An inventory of quality, qualified testing laboratories in the EU should be 
established and maintained. 
 
Quality diagnostic labs have written procedures regarding all aspects of a given test, 
including personnel training, document management, equipment management, specimen 
handling, method validation, quality control, quality assurance, results reporting, and 
proficiency testing.  Good diagnostic labs monitor the quality of their services and deliver 
accurate and reliable patient test results.  Good diagnostic labs maintain the quality of 
their services by, for example, regularly participating in proficiency testing and taking 
corrective action when deficiencies are identified. 
 
The availability and accessibility of accurate diagnostic tests is hampered, as so many 
other aspects are, by the rarity of the conditions in question.  There are simply not enough 
tests ordered to warrant huge investment in development, validation and certification.  
Certification and proficiency testing organisations are likely to focus on other areas where 
the testing is ordered more frequently.  This leads to gaps in proficiency testing and means 
that, however well-meaning, testing is often not accurate. 
 
As long as the field of testing remains rare, the ability of organisations and governments to 
invest in the field will also remain low.  If screening and testing were to be more widely 
explored, investments could be justified in developing and certifying quality tests for rare 
diseases.  European Centres of Reference could play a key role in providing these testing 
facilities as part of the information-gathering and expertise-building.  Regional reference 
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laboratories, properly funded, would be best for channelling samples for the diagnosis of 
rare diseases.  This would also fit well with the “Centres of Reference” concept. 
 

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

 
The consultation document acknowledges the role that population screening can play in 
helping prevent disabilities in certain conditions.  This is not an argument for universal 
pan-European screening programmes, as these need to be carried out on a national basis, 
according to the cultural and social values of the country in question. 
 
Nevertheless, it should be acknowledged that early intervention is the key to successful 
treatment, especially in the case of progressive conditions.  And, the earlier the 
diagnosis, the earlier treatment can start. 
 
Diagnosis does not automatically lead to automatic treatment.  This should be evaluated in 
each single situation, but the early diagnosis will ensure that patients can get the 
appropriate evaluation and long-term follow-up. 
 
Currently, rare disease patients often have to undergo a long diagnostic journey before 
arriving at a correct diagnosis.  This results in high economic and social costs in terms of 
physicians’ visits, hospitalisation, wrong therapies, including, in some cases, unnecessary 
surgery.  It can also add unnecessary pain and suffering to patients who, in some cases, 
might have to wait years for diagnosis. 
 
Depending on the disease, diagnosis by means of a test before clinical signs appear can 
mean that treatment is initiated before the disease has a chance to cause its clinical 
burden.  This can result in better health outcomes, reduced disability and an increased 
chance of a healthy life. 
 
New Born Screening programmes, currently in place in some EU Member States, have 
proven a useful tool to identify genetic diseases.  Where New Born Screening programmes 
are being used, rare diseases for which treatment is available should have their specific 
genetic diagnosis inserted into those programmes. 
 
Experience from countries or regions where New Born Screening and other screening 
programmes are in place should be gathered and best practices – and any benefits 
accrued from the programmes – should be shared.  The European Commission should 
convene a workshop on the subject to encourage this information exchange.  Member 
States and regions, where applicable, should be invited to participate in this workshop. 
 
The EU’s STRATA recommendations identified genetic testing as a potential tool for the 
diagnosis and treatment of diseases.  It also laid down a series of conditions that should 
be met for the screening, including genetic counselling.  The WHO’s criteria laid down in 
1965 might not be wholly appropriate in the early 21st Century, given that they were 
written in a time when the possibility of diagnosis and treatment was unlikely.  It will 
be important to ensure that we as a society move forward in light of technological 
advances, while still holding the key principles intact. 
 
Another question often raised is the value of knowing that one has a condition, if there is 
no treatment available.  Despite the fact that, at the time of diagnosis, there might be no 
available treatment, information helps patients understand their condition, know what to 
expect and potentially avoid further unnecessary or inappropriate testing or therapies.  
They can also seek advice on how to manage their condition better for the best outcomes, 
even in the absence of a pharmacological treatment.  Additionally, if a moment would 
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come that research into the condition would begin, it could be important for sufferers 
to be aware of their condition so that they can choose to participate should they so 
wish. 
 
Finally, diagnosed patients could participate in disease registries, which can contribute to 
both increased awareness of the condition and better understanding of the condition 
and its progression.  One of the key issues facing the rare disease community, in 
particular, is that there is simply not enough understanding the aetiology of their 
conditions.  A continued evaluation would help researchers to build a fuller understanding 
of what they are, what causes them and – maybe more importantly – how they are caused.  
This understanding of the condition could help future research and could support 
therapy development by helping researchers understand how therapies can or could 
intervene in the process and design appropriate clinical trials. 
 
Therefore, the combination of New Born Screening and registries, potentially funded at 
national level by a fund for rare diseases, could significantly increase the information 
(epidemiological, clinical evolution, etc.) available about these pathologies. 
 
 

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

 
A. Accessibility 
 
Accessibility to Orphan treatments is one of the most pressing issues in the rare disease 
field.  Before the creation of the Orphan Regulation, the main problem facing rare disease 
patients was the lack of treatments.  Today, even where treatments are available and 
authorised, patients are still being denied those treatments.  Successful access often 
comes following political pressure, legal challenges and persistent action.  This tends to 
favour the well-connected, socially and educationally advantaged members of our EU 
society.  This is clearly contrary to the spirit of the Orphan Regulation, which is based on 
the principles of societal equity and solidarity. It should always be kept in mind that the 
main goal of Orphan Regulation is to ensure that patients suffering from rare diseases get 
equal access to high quality medicines. The Regulation would ultimately fail this objective 
if no equitative access is achieved, despite the increasing number of Orphan Drugs.  
 
Access to Orphan Drugs should be provided to patients in a timely manner. It is the 
responsibility of national healthcare systems, whose mission includes the promotion of 
equity of opportunities, to ensure the timely access of all patients to the latest scientific 
and technologic innovation, despite the fact that these patients are affected by rare 
diseases or not. 
 
As healthcare systems remain under the responsibility of Member States, it is, ultimately, 
the Member States that will make the decisions determining the availability – or not – of a 
treatment.  Nevertheless, we do believe that there are several activities at an EU level 
that can support availability of orphan treatments, provided information and 
understanding of the orphan system can be increased. 
 

A Shared Problem 
Patients, Member States Payers / Evaluators, Industry – Needs a Shared Solution 

 
The lack of access to treatments is a problem for both patients and industry and finding 
the right methodology is a challenge for the Member States’ evaluation agencies.  A real, 
meaningful and sustainable solution will be one that addresses the needs of all 
concerned stakeholders. 
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1. Rare disease patients want access to safe and effective treatments. 
For the majority of the estimated 5,000-7,000 rare diseases, no treatment exists yet.  
However, even where there is a treatment, access remains patchy.  And patients 
often have to wait a long time to secure access.  This is further complicated by the 
individual country-level reviews that need to be carried out by companies seeking 
reimbursement.  Given the differing requirements for the 27 EU Member States, 
companies – particularly small companies – are often obliged to move forward 
country by country, gaining reimbursement in one country before proceeding to 
start the process in another.  This benefits patients in the earlier countries (assuming 
that the results are successful) but leads to inequity in access and long waits for 
patients in the countries lower down on the list, a point highlighted by the Slovenian 
Presidency in a recent speech to the European Parliament’s ENVI Committee. For the 
companies, nevertheless, rare diseases do not represent a way of getting profit, 
taking into account the small number of patients on one hand, and the high I&D 
costs, on the other. For those companies that are working on rare diseases field, this 
represents a strong commitment to patients and their families, knowledge and 
scientific progress. 

 
2. Member States’ payers are under pressure only to grant reimbursement for 

products that are proven to work and need to be able to justify their decisions. 
However, existing methodologies are often not appropriate for rare disease 
treatments.  The pressure on payers to focus on evidence-based medicine is 
challenging to a degree in any field.  All products come to the market with limited 
data set, because clinical trials are established, in the interests of safety, with a 
defined subset to ensure that people are not put at unnecessary risk during the 
investigation of a new treatment.  There is, therefore, a clear need to gather 
“information from the field” following the granting of a Marketing Authorisation.  
This can only be done by getting the treatment to patients and gathering clinical 
outcomes. 
 
The problem is worse in the Orphan field due to the limited numbers of patients 
suffering from a condition, which leads to an even more limited data-set at the time 
of the Marketing Authorisation.  Those numbers might, however, represent an 
extremely high percentage of the known patient population. 
 
And the access challenge becomes a vicious circle if the payers believe that there is 
not enough evidence under normal methodologies to grant reimbursement, therefore 
deny reimbursement, because this means that no further evidence is gathered to 
justify a positive reimbursement decision. 
 
In short, Member States’ evaluators are being asked to make decisions based on 
the tools at their disposal, which are ill-suited to the orphan situation.  The 
evaluators are then often criticised and might even have their decisions overturned 
following media or other pressure.  They should be able to take the right decision for 
all products without feeling exposed. 
 
Ways should be found to allow them to gather the information that evaluators / 
payers need to justify their decision to reimburse.  Ideally, methods should allow 
them to let patients have access to treatments, while at the same time gathering the 
information that they need. 
   

3. Companies invest heavily over a long period of time to discover, develop and 
bring to market treatments for rare diseases.  They need to be able to show a 
return on investment in order to merely survive as a company as a minimum. 
However, the ideal is that they are also able to reinvest that return on investment 
into discovering more treatments.  With around 44 treatments authorised in the EU – 
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and some for the same conditions – there are still probably a minimum of 5,000 
conditions with no treatment.  Companies invest because they believe they have a 
market and giving them visible access to this market is crucial to a sustainable 
system.  If companies go out of business they will not be making their treatment 
available to patients.  And if companies exit the orphan space there will be no hope 
of future treatments. 

 
The smaller the company, the more challenging the environment, however, the 
smaller the company, the more important it is that they get timely and early return 
on their investment.  For them, the burden of making their dossier for the EMEA, 
successfully navigating the approval process is already a challenge.  If then at the end 
of it, they are required to make new, different, individual dossiers for 27 different 
Member States with no new data and no standardisation, it could prove 
insurmountable.  

 
And supporting Europe’s small and emerging science-based companies is also part of 
the EU’s Lisbon Agenda.  Enabling these companies to get their authorised products 
to the market is an important part of ensuring that we can continue to offer and 
develop high-value and high-technology science-based jobs. 
 

Centralised Therapeutic Added Value will not solve our shared problems 
 
A centralised Health Technology Assessment recommendation will not address these 
problems in a sustainable manner because – whatever the methodology – HTA is unlikely 
to work below a certain prevalence.  The methodology for carrying out the evaluation is 
likely to be the subject of much discussion, which would further delay the process.  And 
countries would be under no obligation to accept the outcome – meaning that the a 
negative recommendation would risk becoming a “fig leaf” for countries that wished to 
deny treatment, whereas a positive recommendation could also be ignored as “merely” a 
recommendation if the country wished to deny treatment. 
 

Key ingredients of solution already exist 
 
Our suggestion would be to use the existing tools that we have to answer the needs of 
the concerned stakeholders, which are not mutually exclusive.  Avoiding having 27 
different systems after passing the authorisation hurdle is an important element in 
facilitating patient access.  And avoiding having to re-do work that has been done already 
(without the ability to add new data because there is no new data) would also reduce 
delays.  Member States’ representatives on the COMP and CHMP already need to evaluate 
at the time of the MA that there are either no satisfactory treatments or that the new 
treatment is clinically superior.  Asking for further demonstration of this requires new data 
to have been generated, which can only be done once treatment starts “in the field”. 
 

Suggestion for Potential Ways Forward 
 

Several Member States, including Austria, Belgium, France, Germany and Italy have already 
put in place categories of innovation to help them make their reimbursement decisions – 
ranging from “highly innovative” to “slightly” or “not innovative” – in terms of the benefit 
offered by the product in question.  In all cases, the “highly innovative” or top category 
contains those products which offer treatments where no other treatment exists.  
Under these systems, in principle, the “highly innovative” products should be granted 
reimbursement. 
 
It should be remembered that Orphan Medicinal Products are required, at the time of 
Marketing Authorisation, to prove that there is no (satisfactory) alternative or that the 
treatment is “safer, more effective or otherwise clinically superior” to existing 
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treatments.  This is a peculiarity of the Orphan system and Orphan products are the only 
products that are required to prove this. 
 
At the time of Marketing Authorisation, an Orphan has already demonstrated that 
either there is no other treatment or that it is a better product than that or those already 
available.  The requirement by individual Member States to re-demonstrate this is, 
therefore, an unnecessary hurdle to patient access as between the Marketing 
Authorisation and the demand for reimbursement, no additional data is likely to have been 
generated.  Additionally, it should be remembered that the evaluation of the product at 
the time of Marketing Authorisation is carried out by experts from the Member States. 
 
Our proposal would be to make the most of this evaluation, which is peculiar to Orphan 
Medicinal Products. 
 
Below a certain prevalence, where it is acknowledged that, due to the rarity, the COMP 
should make a recommendation that the product is not suitable for HTA.  The COMP 
members already have the expertise in the field and are already asked to evaluate the 
prevalence figures as part of the request for Orphan designation.  If the COMP members 
(experts from the Member States) deem that the condition is too rare for normal HTA to be 
applicable, then the Member States, instead of asking for more data – where none, 
logically, can have been generated in the short space between the granting of Marketing 
Authorisation and the request for reimbursement – should, instead, acknowledge the a 
priori proof by the sponsor to the COMP and the CHMP that the product either represents a 
treatment where none exists, or that it offers “clinical superiority”.  The product should 
then be made available to patients. 
 
The companies would then be required to gather information on clinical outcomes – 
e.g., via registries – and submit this for evaluation at a series of pre-determined 
evaluation points.  These would be set according to the rarity of the disease – a very rare 
condition might need 10 or more years of treatment in the field to develop a meaningful 
data set of clinical effectiveness, while for more “common” rare diseases, the data might 
be generated in a shorter timeframe, e.g., 5 years.  It should be remembered that once a 
treatment becomes available, more patients may be identified, simply because the 
physicians may be more willing or able to diagnose, knowing that there is a therapeutic 
option.  Therefore, these timelines could be revised according to experience in the field. 
 
This would correct the situation by giving universal – or near universal – access to all 
rare disease patients at the same time, not according to geography.  It would also 
shorten the timelines between the Marketing Authorisation and the actual access.  It 
would provide companies with the possibility for return on investment and would allow 
payers to gather the evidence they need to justify decisions. 
 
This approach foresees the creation of a national fund to reimburse rare disease 
treatments.  We agree that hospital-level funding is not sustainable.  If there are 
specialist physicians or treaters, patients will come or be referred to that as a centre of 
excellence.  The hospital in question should not be penalised for offering that excellence 
in treatment possibility to patients.  Additionally, given the genetic basis of many rare 
diseases, the hospitals could end up with a disproportionate number of patients needing 
treatment.  Funding for rare disease treatments should, therefore, be foreseen from a 
national dedicated fund.  Given that there are limited numbers of patients, it is highly 
unlikely that this would be an insurmountable problem provided governments are prepared 
to ear-mark a fund for this purpose. 
 
Registries as mentioned under Question 11 would play a potentially important role.  
There is experience of this post-Marketing Authorisation information gathering, most 
recently in the Orphan field.  And, if specific funding systems are ensured to grant patients 
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access to treatments, the European Centres of Reference, within a well-defined 
accreditation methodology, could certainly make an important contribution for gathering 
and sharing information on clinical outcomes. 
 
Given the pressing nature of orphan conditions – rarity is not enough;  the conditions are 
also “life-threatening, seriously debilitating or serious and chronic” – many treatments are 
made available under exceptional circumstances or, more recently, under the new 
Conditional Marketing Authorisation created by Regulation 726/2004.  This acknowledges 
the need to get treatments to patients, even where the data set is not complete, due to 
the nature of the condition.  The Conditional Marketing Authorisation, in particular, 
however, calls upon the sponsor to continue to develop the data set based on 
experience “in the field”.  Even products approved under Exceptional Circumstances have 
been called upon to continue to develop the data sets, via post-Marketing Authorisation 
commitments – and the first Orphan product has now completed these studies and been 
granted full Marketing Authorisation. 
 
The registries created to comply with these obligations could then be used to assess 
epidemiological data, taking advantage of the investment that companies make to set 
the registries up, while at the same time guaranteeing confidential and anonymous 
data capture and analysis.  The data would then be used to carry out the evaluation at 
the agreed time points. 
 
Summary of Recommendations: 
1. Raise awareness of the functioning of the Orphan system, particularly amongst payers 

and decision-makers in the Member States.  This should include awareness of the 
unique provision, that Orphans are required to prove that there is either no existing 
satisfactory treatment or that the new one is clinically superior. 

2. Member States should acknowledge the expert decisions taken by their 
representatives on the COMP and the CHMP. 

3. An acknowledgement should be made that for conditions below a certain prevalence, 
normal Health Technology Assessment methodologies will always be inappropriate, 
simply due to the rarity of the disease.  The COMP – as the expert body made up of 
Member States’ representatives reviewing the prevalence data – should recommend if 
this is the case or not. 

4. Orphan medicinal products falling into this category should be approved for 
reimbursement in the Member States following the granting of a Marketing 
Authorisation, on the basis that they are too rare to be able to follow HTA rules and 
on the fulfilment of the EU’s legal requirement to have proven either that no other 
treatment exists or that they offer clinical superiority. 

5. If this is the case, sponsors should be required to gather experience from the field in 
order to develop the data sets – including clinical effectiveness and outcomes – which 
should be submitted to the reimbursement authorities at pre-determined points.  
These should be realistic according to the rarity of the disease.  For “more common” 
rare diseases towards the 5 in 10,000 prevalence, this could be as early as 5 years.  
For those rarer conditions, where prevalence may be less than 1 in 150,000 or even 
fewer, these time points could be set further out, to allow for the development of 
meaningful data. 

 
Several actions would be needed to gain support for this approach. 
1. Raising awareness amongst the Member States of the involvement of their national 

experts from COMP and CHMP in the process that brought that Orphan (with its 
special need to prove no treatment or better) – e.g., French experts are part of the 
decision that would put the product on the French market.  This could be supported 
via the network for information exchange proposed by the Slovenian Presidency of 
the EU. 
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2. Raising awareness that Market Exclusivity does not create a monopoly because 
companies can and do break the Market Exclusivity by proving Clinical Superiority.  
Where more products are in the field for a certain condition, the prices are not 
suddenly dropping to reflect a situation of competition.  Market Exclusivity is more of 
a psychological incentive because it grants a certain period of protection unless a 
better product comes along.  Companies can often “piggy back” on the research of a 
first company because much of the work in rare diseases is the target identification 
and validation.  Once this is done, research can continue in the field and often does. 

3. The myth of an “avalanche” of Orphan products coming down the line should be 
addressed.  Rare disease therapies take years of research to develop and – like other 
therapies – many fall out of development during clinical development.  Sophisticated 
modelling carried out by Eurordis, the European Organisation for Rare Diseases, 
based on EU and US experience, and taking into account numbers of compounds in 
development, timelines of development and average success rates indicate that 
there will be NO avalanche of products in the coming years if regular development 
rates continue – and there is no reason to suppose they would not.   

 
However, we believe that, if successful, these recommended approaches will support 
timely access to the market without long delays, which will be good for the patients 
and the industry, having invested in the development of the treatments.  It would 
avoid a geographical lottery and would avoid the duplication of work already done by 
Member States’ representatives at the EMEA – COMP and CHMP.  It would allow for the 
realistic “real time” gathering of clinical outcomes based on experience in realistic 
timeframes and would allow Member States to be sure that they are only paying for 
things that work and to defend their decisions.   
 
B. Monitoring & Reporting on Bottlenecks to Access 
 
We support the increasing focus on the bottlenecks to access and the proposal that the 
European Commission report every 2 years on the current status and bottlenecks to 
access.  This should be a comprehensive and transparent reporting process which should, 
where possible, include research into the background behind the bottlenecks.  
Stakeholders, including patients, industry, physicians and others, should be encouraged to 
alert the European Commission to specific examples of lack of access, in order to facilitate 
this process.  The European Commission should work closely together with the patients’ 
organisations in particular, to identify instances where treatment is being denied.  This 
will make the proposed report a practical tool to enable future collaborative work in the 
rare disease community to focus on those specific cases, to improve the situation.  Online 
tools, including websites and e-mail, can be effectively used to reach out to patients’ 
organisations and others to make them aware of the opportunity to take part in the 
reporting process. 
 
C. Compassionate Use 
 
We agree that a better system is needed to provide medicines to patients in need 
before approval and/or reimbursement. 
 
Compassionate use is an important tool to provide patients access to treatment in the 
case of severe and urgent medical need.  Due to the nature of Orphan Medicinal Products, 
which are aimed at the treatment of “life-threatening, seriously debilitating or serious and 
chronic” conditions, compassionate use is often considered in the field of rare disease 
treatment. 
 
Compassionate use programmes should not be used to replace participation in a trial.  
However, the urgent and life-threatening nature of many rare conditions should be 
recognised.  Administrative procedures can delay access to treatments.  Where a positive 
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risk:benefit profile can be assumed – for example where the patient’s life is in immediate 
danger – it may be an appropriate decision to allow early access to the treatment under 
development. 
 
To date, successful compassionate use often depends on the ability of the patient to call 
on political or high-profile connections to plead on their behalf.  Requests on behalf of 
patients from e.g., the Royal family, church leaders or Ministers in Member States have all 
been instrumental in removing obstacles to access to compassionate use of treatments in 
development.  An improved European system should promote transparent and equal 
access to compassionate use, based on patient needs rather than socio-economic 
advantages or political or social connections.  
 
Article 83 of 726/2004 aims to facilitate the EU Compassionate Use process and the EMEA 
attempted to give some clarity and transparency in its Guideline EMEA/27170/06 on 
compassionate use based on this Article, however, the approach has only gone some way 
towards achieving this and challenges still remain. 
 
Firstly, as a Guideline is not binding, there is no legal requirement to follow it.  
Additionally, the harmonisation only focuses on cohort approaches and the majority of 
countries have Compassionate Use systems that are laid down on a named-patient basis. 
 
Additionally, it does not address the fact that procedures from one country another still 
differ dramatically.  The points of contact and the data package requirements make it 
challenging to implement a compassionate use programme across the EU, especially for 
smaller companies. 
 
In order to address the challenges, we would suggest the establishment of a European 
Committee to evaluate the appropriateness of compassionate use in a given case.  This 
would remove the need for 27 different procedures.  This would also allow a pooling of 
expertise at a European level and a development of experience in the field as the 
Committee and its members would be able to build up expertise based on experience of 
evaluations. 
 
Additionally, a European guideline should be developed, clarifying the legal 
responsibilities in a Compassionate Use situation.  Again, it appears to be a question of 
awareness.  And, currently, when, for example, the ethics committee in each Member 
State evaluates the request for Compassionate Use, there is no clarity on who is 
responsible for what.  This leads to duplicative discussions and, in some cases, differing 
decisions depending on who evaluates.  Increased clarity of legal responsibilities in the 
application of Compassionate Use could go some way to alleviating concerns and providing 
clarity where questions are raised. 
 
In some Member States, Compassionate Use is only allowed within the context of a clinical 
trial, meaning that it is exclusively intended to cover the period from trial completion to 
the availability of the treatment on the market.  This situation is clearly not tailored to 
rare diseases and, therefore, a European Guideline on Compassionate Use Rare Diseases 
should be created, to align countries as far as possible in providing access to treatment. 
 
The requirements for import licenses and labelling should also be clarified.  This could 
be addressed in the European Guideline – even if this is only a gathering of the information 
into one table as an annex to the Guideline, it would make it easier for companies – 
especially smaller companies – to comply with the legislation; and it would certainly 
overcome the differences across countries, as in some Member States, e.g., Portugal, the 
only way to provide patients with the treatment is by applying for a special authorisation 
for use (“AUE”).  The process is carried out by the institution on a patient-by-patient basis.  
This could clearly be streamlined. 
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Question 9: Should the EU have an Orphan Regulation on Medical Devices & 
Diagnostics? 

 
Rare disease patients deserve the same access to safe, efficacious and high-quality 
treatments as patients with more common conditions.  Therefore, we would support the 
creation of incentives or extension of existing incentives to the developers of medical 
devices and diagnostics. 
 
 

Question 11:What model of governance and of funding scheme (sic) would be 
appropriate for registries, databases and biobanks? 

 
Registries can play an important role in capturing the data suggested by our proposals 
under Question 8.  Several registries exist already.  In order to make the most of the 
investment in the registries, the data should be used in the most effective way to provide 
stakeholders and decision-makers with information that could be lacking due to the rarity 
of the conditions in question. 
 
One key aspect is the need for collaboration.  At a minimum, registries should be 
established at a European, rather than national level.  This will allow for the 
development of a reliable sized dataset for analysis.  The Registries will, anyway, allow 
data analysis specific to countries as it could be an interesting contribution for generating 
robust epidemiological data for the decision-makers. 
 
 

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

 
Please see our answer on Question 5 regarding on-line tools. 
 
We believe that industry has a crucial role to play in the development of information to 
rare disease patients on their condition and treatment options.  This should not be US-
style direct-to-consumer advertising, but should tap into the information developed by 
companies and their researchers during the development of a treatment for a rare 
condition.  We look forward to the European Commission’s proposals for legislation in this 
field during the course of 2008. 
 
One of the most effective tools in the EU has been the establishment of multi-
stakeholder think tanks or steering committees to advise governments and decision-
makers on the best way forward in the field of rare diseases in their country.  
Observations have indicated that rare disease patients are better served in countries 
where such multi-stakeholder groups exist. 
 
 

Question 13:Do you agree with the idea of having action plans?  If yes should it 
be at the national or regional level in your country? 

 
We strongly support the idea of having action plans and believe that these can best be 
developed and implemented at a Member State level.  Regionalisation of healthcare is a 
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challenge for rare disease patients and, wherever possible, we believe the challenges of 
rare diseases can best be handled at a national level. 
 
We support the concept of a regular review and reporting by the Member States on the 
development and implementation of the action plans as this will encourage the sharing of 
best practice and creative ideas.  However, it must be remembered that such national 
action plans will be financed by the Member States’ governments and should be tailored to 
the national healthcare system in the country in question. 
 
We would argue that the national plans should first and foremost see the creation of a 
central fund for giving patients access to the treatments already available.  They should 
also foresee the creation of multi-stakeholder steering groups to guide decision-makers in 
the effective treatment for rare disease patients and their families. 
 
The outcomes of such National Plans should form part of the Commission’s regular 
reporting on the progress being made in the field, particularly focussing on bottlenecks to 
access. 
 
 

14. Do you consider it necessary to establish a new European Agency on Rare 
Diseases and to launch a feasibility study in 2009? 

 
We do not believe that the establishment of a new European Agency is necessary or 
desirable as a contribution to the treatment of rare diseases in Europe.  The establishment 
of a European Agency would require time-consuming procedures and would divert 
resources away from the pressing needs of the rare disease community. 
 
We believe that many of the roles that could potentially be taken up by such an agency 
could effectively be taken up by existing European or Member State structures rather 
than creating new ones.  Time, human- and financial-resources should be invested into 
making the systems that we already have work properly, rather than creating new ones 
which may or may not solve the problems.  
 

--o0o-- 
 

Thank you very much for giving us the opportunity to input into this process. 
We hope you find our contribution useful in your work.  However, should you have any 

questions or require any additional information, we are happy to provide further 
details. 
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