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ABPI Response to European Commission Public Consultation regarding 
a European Action in the Field of Rare Diseases 
V4 
 

The Association of the British Pharmaceutical Industry (ABPI) is the 
trade association for more than 75 companies in the UK producing 
prescription medicines. Its member companies research, develop, 
manufacture and supply more than 80 per cent of the medicines prescribed 
through the National Health Service (NHS). 

The ABPI also represents companies engaged in the research and/or 
development of medicines for human use. In addition, its general affiliate 
membership is for all other organisations with an interest in the 
pharmaceutical industry.  

The ABPI believes that the relative cost of providing orphan medicines is 
affordable for the NHS in the UK and that there is a need to uphold the 
principle of equity of access to treatments for all patients based on clinical 
need, including those with rare and severe diseases. 
 
The ABPI supports action by the European Commission to ensure that the UK 
and all Member States encourage research, development and access to 
medicines for rare diseases.  
 
Question 1: Is the EU definition of rare disease satisfactory? 
 
The current EU definition of diseases presenting with a prevalence less than 5 
per 10,000 persons should be maintained as standard across all Member 
States. Reducing the threshold would result in less research on rare diseases 
above the threshold and more public health issues for these patients. Informal 
redefinitions for lower prevalence, such as “ultra-orphans” adopted by HTA 
bodies in the UK, do not encompass the breadth of rare diseases and may 
lead to many patients being denied the care and access to treatment they 
need. Such sub-groups of definition may be appropriate where particular care 
or resources are required for extremely rare diseases only. 
 
Question 2: Do you agree that there is a pressing need to improve 
coding and classification in this area? 
 
There is an important need to ensure consistent classification of rare diseases 
across Member States to ensure that collection and access to data enables 
the maximum quality information possible can be collected. This will lead to 
better understanding of the causes, prevention and treatment of rare 
diseases. The EU should work closely with WHO to achieve this. 
 
Question 3: Can a European inventory of rare diseases help your 
national/regional system to better deal with rare diseases? 
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A European inventory of rare diseases would be an important source of 
information for all Member States. This would overcome any confusion in 
comparing and collecting data on rare diseases, particularly for reviewing 
published literature. 
 
Question 4: Should the European Reference Networks privilege the 
transfer of knowledge? The mobility of patients? Both? How? 
 
The ABPI supports all recommended activities which support better care and 
treatment for patients with rarer diseases. However, patient choice should be 
taken into consideration regarding where they are treated and patient 
confidentiality respected with transfer of information. Centralisation of 
expertise may be key for managing some of the cost implications for rare 
disease such as provision of specialist equipment so travel for patients with 
life threatening conditions to receive top quality treatment may be acceptable 
in some cases. 
 
Question 5: Should on-line and electronic tools be implemented in this 
area? 
 
The ABPI agree that on-line and electronic tools enable widespread and rapid 
access to data that can also be updated easily from all Member States. 
Orphanet have clearly demonstrated the benefits which should be 
encouraged and financially supported through EU and Member State projects. 
However, the access rights to such data should be clearly defined and patient 
confidentiality respected.  Industry, along with other stakeholders, should 
have access to anonymised patient data particularly for research purposes. 
 
Question 6: What can be done to further improve access to quality 
testing for rare diseases? 
 
No further comment 
 
Question 7: Do you see a major need in having an EU level assessment 
of potential population screening for rare diseases? 
 
The ABPI agrees that in order to collect sufficient data on the viability and 
effectiveness of screening co-operation between Member States may be 
essential in some cases before decisions can be made at a local level. 
 
Question 8: Do you envisage the solution to the orphan drugs 
accessibility problem on a national scale or an EU scale? 
 
Member States should be required to put national policies into place to ensure 
that patients have access to orphan medicines in a timely and consistent way. 
In the UK, major barriers to access have been identified with HTA processes 
and commissioning (funding) practices. 
 
HTA Processes in the UK 
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Three issues exist in relation to HTA for orphan medicines in the UK, as 
carried out by the National Institute for Health and Clinical Excellence (NICE), 
Scottish Medicines Consortium (SMC) or All Wales Medicines Strategy Group 
(AWMSG). 
 
 

1. Because of the rarity of the conditions under examination, the 
consequent paucity of natural history data and generally poorly 
validated clinical end-points and low patient numbers in trials, at point 
of licence there will be a relatively high level of uncertainty around 
some aspects of the clinical results, including long-term outcomes. This 
uncertainty makes it particularly difficult to provide robust evidence of 
cost-effectiveness. It is not efficient for the NHS or the manufacturers 
to bear the significant cost of analysis and modelling when the results 
can be so uncertain in the early lifecycle of the medicine. 

 
2. The ‘per patient’ cost of orphan medicines is often high compared to 

standard medicines. As a consequence, the cost/QALY, or ICER, will 
be relatively high.  Furthermore, since orphan medicines by definition 
are indicated to treat serious, life threatening or chronically debilitating 
diseases for which no satisfactory treatment exists, the incremental 
cost per patient will be higher than for medicines that treat diseases for 
which treatments already exist. Since patients with rare conditions may 
receive a range of treatment interventions in the absence of a 
consensus “standard of care” or any recent clinical guideline it can be 
difficult to establish a consistent comparator. This situation is further 
complicated on occasion by the use of ‘off-label’ generic medicines 
which are then determined as the comparator medicine by some 
authorities, for the purposes of the technology assessment even 
though regulatory assessments have not been completed. This further 
exacerbates the challenge of demonstrating cost-effectiveness in terms 
of ICER per QALY. 

 
3. Since orphan medicines are often the only effective treatments 

available for people with rare, severe and life threatening conditions, 
making them available, or denying their availability, goes to the heart of 
the issue of delivering equal access to appropriate health care for all 
patients, based on clinical need. A recent research project by the 
Office of Health Economics found that even with a small dataset there 
was a trend for orphan medicines to receive negative appraisals 
compared to standard medicines. This is likely to get worse as more 
orphan medicines achieve market authorisation. The suggestion by 
NICE that these issues are only appropriate for assessment of 
medicines for extremely rare diseases (labelled by NICE as “ultra-
orphans”) is not substantiated and will deny many patients with rare 
diseases access to the majority of orphan medicines. 

 
Solution: The ABPI believes that orphan medicines should be exempted 
from standard HTA processes where cost-effectiveness is a principle 
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driver for the outcome and standard methods are either not applicable 
or representative of the societal value of the treatment. There is a 
growing evidence base that the general public does have a preference to 
tackle severe, life threatening illness and are prepared to accept the 
opportunity cost. Furthermore, the ABPI believes that where HTA cost-
effectives processes are applied they need to consider QALY 
“modifiers” for appraisal of orphan medicines in a consistent manner 
where the principle of equity is taken into consideration as well as 
economic efficiency. These modifiers should include severity of 
disease, unmet medical need (innovation) alongside the evaluation of 
clinical effectiveness and overall budget impact, therefore assessing the 
overall value of the medicine and managing the financial risk exposure 
to the NHS.  
 
HTA appraisals also need to take into consideration that: 
 

• The need to use non-RCT based evidence is likely to be greater in 
the case of orphan medicines than other “conventional” treatments 

• Tracking benefits in real-life use will take time 
• The use of specialist clinical opinion and of patient input will 

therefore be particularly important in interpreting evidence 
• Whilst there may be greater uncertainty about the expected value of 

an orphan medicine, the degree of risk to the NHS will be offset in 
part by lower patient numbers and manageable budget impact. 

• There is not always the data available for a comparator product so 
indirect comparisons should always be acceptable. 

• Relatively new methodologies will be important in research of 
orphan diseases and their management e.g. case-series, disease 
registers etc 

 
 
Commissioning Processes for Orphan Medicines 
 
 
Two issues exist in the way that orphan medicines are commissioned 
(funded) in the UK: 
 

1. Only treatment for extremely rare diseases (unlikely to be over 400 
patients for a particular disease in the whole of the UK) is 
commissioned nationally by the National Commissioning Group (NCG). 
The budget is held centrally and specific providers are designated to 
provide these services for a national caseload. The funding of very rare 
diseases by the NCG is primarily about service and infrastructure 
provision and the medicines themselves may not be funded.  

 
2. The 152 local funding groups (PCTs) which each serve a small 

population cannot plan budgets effectively for the incidence of patients 
with rare diseases within their population. The 10 Specialist 
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Commissioning Groups that commission specialised services at a 
regional level are still in development therefore local commissioning for 
orphan medicines is often left to the local PCT to make decisions.  
These medicines are therefore subject to case by case decisions which 
are totally inefficient of NHS time and ineffective leading to many 
patients being denied the treatment they need on the grounds of cost. 

 
Solution: The ABPI believes commissioning decisions for orphan 
medicines should be included in the remit of the newly formed 10 
regional SCGs covering an average population of 5 million.  PCTs 
cannot predict the likelihood of occurrence of a rare disease which does 
not present evenly across local geographies, making it difficult to 
assign budgets at PCT level. The ABPI support the role of the NCG 
which may provide the costs of the service and infrastructure required 
to treat certain extremely rare diseases in a limited number of cases. 
 
From experience in the UK the ABPI would welcome European guidance for 
appropriate, best practice HTA methodology for orphan medicines which 
should not be based predominantly on cost-effectiveness. Social value 
judgements applicable to the local Member State need to be taken into 
consideration due to the cultural and economic differences between Member 
States. A single HTA organisation to implement this would not be appropriate. 
 
Similarly, the ABPI would welcome European guidance for funding of orphan 
medicines so that the fragmented commissioning practice in the UK leading to 
patients not receiving the treatment they deserve is not repeated in other 
Member States and is resolved in the UK. 
 
The ABPI agrees that the EU Commission should present a report to the 
Council and Parliament identifying bottlenecks at Member State level. EU 
policy should be implemented to ensure access to orphan medicines is 
appropriate and defined within all Member States and administrative delays 
beyond the 180 days legal limit are prevented. It should be recognised that 
Member States have different economic models of health and ability to pay 
which should be respected when European policy is defined. The focus 
should be that patients with rare diseases are not disadvantaged in any way 
compared to patients with more prevalent diseases in each Member State. 
 
The ABPI believes that co-ordinated compassionate use programmes either 
at Member State or European level should only be considered prior to 
marketing authorisation and should not be a substitute for reimbursement 
decisions to enable access in Member States. 
 
Question 9: Should the EU have an orphan regulation on medical 
devices and diagnostics? 
 
If orphan regulation on medical devices and diagnostics encourages research 
and development into rare diseases as for medicines, then the ABPI supports 
this regulation proposal. 
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Question 10: What kind of specialised social and educational services 
for rarer disease patients and their families should be recommended at 
EU level and at a national level? 
 
In general specialised social and educational services should be provided at a 
local level. Where specific knowledge and expertise is required, 
recommendations from an EU level would be welcomed. 
 
It should be recognised that industry can have a vital role in providing 
educational services where they have considerable expertise in having 
developed treatments for rarer diseases. 
 
Question 11: What model of governance and of funding scheme would 
be appropriate for registries, databases and biobanks? 
 
The ABPI believes that most registries which have been implemented to date 
are not well suited to assess the effectiveness of treatments (limited follow up, 
no comparator, selection bias etc) so should be encouraged to enable 
evidence to be gathered and to facilitate assessment of real world outcomes 
through potentially long term follow up but not as the prime means of deciding 
the effectiveness and safety of medicines. 
As indicated in Q8, the use of case-series in this area may become 
increasingly important. 
 
 
Question 12: What do you see the role of partners (industry and 
charities) in an EU action on rare diseases? What model would be most 
appropriate? 
 
The ABPI welcomes partnership and collaborative working for the mutual 
benefit of partners and for the ultimate benefit of patients. Public, private and 
charity sectors can work together at either a Member State or EU level where 
appropriate. Funding and facilitation from local governments and EU 
Commission would encourage such partnership working, particularly between 
patient groups where resources may be scarce. 
 
The industry should be recognised as an equal partner in development of 
treatment for rarer diseases as they bring particular expertise to the field. 
Such expertise includes development of information about rare diseases and 
their treatments, access to medical experts and clinical knowledge, as well as 
being well placed to facilitate multi-stakeholder groups to develop solutions. 
 
 
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 ABPI agrees with the idea of having Member State action plans to ensure 
that patients with rare diseases get access to the treatments developed, either 
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within clinical trials or through efficient local funding arrangements following 
marketing authorisation. Within the UK, plans would be required for the 
devolved countries of England, Scotland, Wales and N.Ireland. However, the 
development of these should be co-ordinated to ensure synergy and best 
practice. 
 
Question 14: Do you consider it necessary to establish a new European 
Agency on rare diseases and to launch a feasibility study in 2009? 
 
The ABPI welcomes the establishment of a European Community Agency on 
rare diseases if this guarantees long-term support in terms of resources for 
the prevention and treatment of rare diseases. 
 
 
Summary 
 
At a European level, excellent progress has been made in the last few years 
to encourage the development of medicines for rare, severe and debilitating 
diseases, often where there is low commercial viability. Despite this, patients 
in Europe and particularly in the UK may still have slow or no access to the 
innovative treatments being developed. The ABPI believes that this situation 
can change provided that Member States address the field of rare diseases 
with plans at local level supported by recommendations from the EU 
Commission. There need to be strong support processes and guidance to 
Member States provided at European level to continue to encourage research 
and development into prevention and treatment for patients with rare 
diseases. 
 
 

 



This paper represents the views of its author on the subject. These views have not been adopted or in any way approved by the Commission 
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