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Dear Sir or Madam 
 
Re: Rare Diseases: Europe’s Challenges 
 
The Royal College of Physicians is grateful for the opportunity to respond to the above consultation. We 
wish to make the following comments. 
 
General Comments 
 
The College and its Fellows have, for many centuries, had a deep and sustained interest in rare diseases 
(RDs).  The College therefore commends the Commission both for its past initiatives as well as for its 
continuing commitment to the interests of patients with RDs.  
 
The College agrees that the Orphan Medicinal Product Regulation has provided incentives to the 
pharmaceutical industry for the research, development and marketing of orphan medicinal products. In 
particular, the 10-year marketing exclusivity arrangements have been particularly attractive to the 
industry although the original 5 year “qualification” was unfortunate.  Nevertheless, the Commission will 
be aware that the more favourable arrangements in the US, especially those relating to tax relief, place 
European pharmaceutical companies at a substantial disadvantage compared to their US competitors. 
 
The claim (p12, para 3) that “Methods used for assessing the cost effectiveness of drugs for common 
diseases do not  apply to orphan drugs and there is most of the time no comparator and scarce data” is 
inaccurate and misleading.  Annex 1 displays the condition-treatment pairs of drugs for RDs that have 
been considered by the UK’s National Institute for Health and Clinical Excellence (NICE).  The 
Commission will note that the Institute was able to estimate the incremental cost  effectiveness ratios 
(ICERs) for almost all of the condition-treatment pairs examined.  The Commission should also be aware 
that the frequency with which the Institute considered treatments for RDs to be cost ineffective were no 
different from that relating to treatments for common diseases. 
 
The document makes claims relating to the necessity for the Commission to guarantee “equal access” to 
orphan drugs throughout the EU (p 12, para 1; pp 15-16, paras 3-10).  The Commission is reminded that: 
  
 a)  healthcare is a responsibility of Member States (MS) and not the Commission; 
 

b)  consequently decisions about whether to fund particular healthcare initiatives (including 
treatments for RDs) also remain  the responsibility of MS; 

 
c)  MS have five-fold differences in their funding for healthcare.  These differences are, in large 
part, determined by their gross domestic products. Consequently, a product considered to be  
cost effective in a wealthy MS may not be cost effective in another without incurring a substantial 
(and sometimes massive) “opportunity cost”. 
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Healthcare systems in MS therefore have two conflicting goals: to maximize the health of their 
populations as a whole; but to provide healthcare on as equitable basis as is reasonable and possible. The 
inherent tensions between these difficult (and often controversial) decisions are, rightly, the responsibility 
of MS and not the Commission. 
 
Responses to specific questions 
 
Question 1: Is the current EU definition of a rare disease satisfactory? 
 
The “definition” of a rare disease is, inevitably, arbitrary.  The College sees no merit in a change. 
 
Question2: Do you agree that there is a pressing need to improve coding and classification in this area? 
 
Yes, by appropriate changes to the International Classification of Diseases.  This will, however, require 
an agreed definition of an RD particularly those that are considered to be sub-types of a common 
condition (e.g. breast cancer). 
 
Question 3: Can a European inventory of rare diseases help your national/regional system to better deal 
with RD? 
 
Yes – if fully financed by the Commission. This would be helpful to research and clinical management. 
 
Question 4: Should the European Reference Networks privilege the transfer of knowledge? The mobility 
of patients? Both? How? 
 
It is the responsibility of MS to “accredit” specialist centres within their own healthcare systems and not 
that of the Commission (which has neither the legal authority nor the technical competence).   If one MS 
seeks assistance from another (which small MS will almost certainly wish to do) then this should be by 
direct MS to MS contact rather than through the offices of the Commission. An electronically available 
list of medical centres in Europe with expertise in rare diseases would be useful. 
 
Question 5: Should on-line and electronic tools be implemented in this area? 
 
Yes – for the purposes of research this could be a useful development (subject to appropriate 
arrangements for ensuring patient confidentiality). 
 
Question 6: What can be done to further improve access to quality testing for RD? 
 
There is a real need for the regulation and accreditation of genetic testing laboratories as outlined, 
recently, by the UK’s Human Genetics Commission. 
 
Question 7: Do you see a major need in having an EU level assessment of potential population screening 
for RD? 
 
Screening policy is a matter for MS and not the Commission.  In particular, the cost effectiveness of 
particular screening strategies will vary from MS to MS depending on how much it is able to spend on 
healthcare as well as the prevalence of the condition.  
 
Question 8: Do you envisage the solution to the orphan drugs accessibility problem on a national scale 
or on an EU scale? 
 
Healthcare is, and will remain for the foreseeable future, a responsibility of MS.  It would be 
inappropriate for the Commission to attempt to devise such “solutions”. There is, however, one proviso.   
Some treatments for RDs might be affordable in less affluent MS if companies were able to provide them 
at lower prices than charged in wealthier MS. The difficulty for companies, if they do this, is the 
likelihood that such lower priced products will be exported (under the “parallel trade” arrangements) to 
MS with higher prices. Some way to obviate this, even if confined only to orphan drugs, would offer a 
real chance for people in less affluent regions of the EU to derive the benefits of treatments for RDs. 
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Question 9: Should the EU have an orphan regulation on medical devices and diagnostics? 
 
An orphan regulation on medical devices would be advantageous although the relatively “liberal” 
arrangements in the EU might require some amendment.  The College is ambivalent as to whether an 
orphan regulation for diagnostics would be helpful. 
 
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? 
 
These are issues which should remain the responsibility of MS.   They are highly sociologically, and 
culturally, dependent; and the Commission would become involved at its peril.  
 
Question 11: What model of governance and of funding scheme would be appropriate for registries, 
databases and biobanks? 
 
The potential, for research, of registries, databases and biobanks is immense.   Two provisos are critical.  
First, the governance arrangements should be enshrined in EU law in order for the peoples of the EU to 
have confidence in them.   Second, long-term funding arrangements must be put in place to ensure that 
their custodians do not have to reapply for support every 5 years. 
 
Question 12: How do you see the role of partners (industry and charities) in an EU action on rare 
diseases? What model would be the most appropriate? 
 
Develop something along the lines of a “funders forum”? 
 
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? 
For research and development – yes.  For healthcare – this would be a matter for MS. 
 
Question 14: Do you consider it necessary to establish a new European Agency on RD and to launch a 
feasibility study in 2009? 
 
An EU agency has very real potential merit provided its remit is limited to research and development.   A 
feasibility study would therefore be useful provided that the Agency’s provisional terms of reference had 
been developed. 
 
I trust these comments will be of use. 
 
Yours faithfully 

 
 
Dr Rodney Burnham 
Registrar 
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Annex A        Results of appraisals (by NICE) or orphan drugs 

 
 
 

TA 
no 

Drug-condition 
pair 

NICE 
decision 

ICER 

(£ per quality-adjusted life year) 

TA20 Riluzole – Motor 
neurone disease 

yes £34,000-£43,500 

TA23 Temozolomide – 
recurrent malignant 
glioma 

restricted £35,000/LYG vs procarbazine 

TA29 Fludarabine – chronic 
lymphocytic leukaemia  

yes £200-£2,700 (IV); £10,500-£10,600 (PO) against CHOP 

TA32 Glatiramer – MS no £35,000-£104,000 assuming constant treatment effect; 
£120,000-£339,000 no effect after 10yrs with a 20yr horizon 

TA32 Interferon beta 1a - 
MS 

no £35,000-£104,000 assuming constant treatment effect; 
£120,000-£339,000 no effect after 10yrs with a 20yr horizon 

TA32 Interferon beta 1b– 
MS 

no £35,000-£104,000 assuming constant treatment effect; 
£120,000-£339,000 no effect after 10yrs with a 20yr horizon 

TA35 Etanercept – juvenile 
idiopathic arthritis 

yes £3,900-£34,000 

TA37 Rituximab – 
aggressive or 
refractory non-
Hodgkin’s (follicular) 
lymphoma 

restricted No ICER produced 

TA40 Infliximab – Crohn’s 
disease 

restricted £27,500 for the severe form; £80,000-£120,000 for fistulising 
Crohns  

TA42 Somatropin – human 
growth hormone 
(children) 

yes £6000 per cm of  final height gained 

 

TA42 Somatropin – human 
growth hormone 
(children) 

yes £7,000 per cm of final height gained 

TA42 Somatropin – human 
growth hormone 
(children) 

yes £7,400 - £24,100 per cm of final height gained 

TA42 Somatropin – human 
growth hormone 
(children) 

yes £15,800 to £17,300 per cm of final height gained 

 

TA50 Imatinib – Chronic 
myeloid leukaemia 

(adults) 

yes £36,000 - £38,000 second-line treatment in chronic-phase; 
£21,800 - £56,000 accelerated phase; £33,275 - £64,750 
blast-crisis phase against HU 
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TA65 Rituximab – recurrent 
non-Hodgkin’s 
lymphoma  

restricted £7,500-£10,500 (depending on age): “yes”; no ICER for 
stage I localised disease: OIR 

TA70 Imatinib – Chronic 
myeloid leukaemia 

restricted £13,500-£52,000 vs IFN 

TA75 Ribavirin - Chronic 
HepC 

yes  Not given 

TA85 Renal transplantation 
immunosuppresion 
(adults): basiliximab 

yes Dominating vs cyclosporine triple therapy alone  

TA85 Renal transplantation 
immunosuppresion 
(adults): daclizumab 

yes 5 dose regimen dominating vs cyclosporine triple therapy 
alone 

TA86 Imatinib - GIST restricted £32,000-£39,000 vs best supportive care 

TA91 Doxorubicin (in 
combination) Ovarian 
Cancer 

restricted £7,160 vs single agent paclitaxel 

TA99 Basiliximab for renal 
transplantation 
immunosuppresion 
(children and 
adolescents):  

yes Dominating vs cyclosporine triple therapy alone  

TA99 Daclizumab for renal 
transplantation 
immunosuppresion 
(children and 
adolescents):  

yes Dominating vs cyclosporine triple therapy alone  

TA114 Buprenorphine for 
management of opioid 
dependence:  

yes £26,400 vs no treatment 

TA115 Naltrexone for the 
management of opioid 
dependence  

yes £34,600-£42,500 vs psychosocial therapy 



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 
and should not be relied upon as a statement of the Commission's or Health & Consumer Protection DG's views. The European Commission 
does not guarantee the accuracy of the data included in this paper, nor does it accept responsibility for any use made thereof. 




