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Public	  consultation	  on	  Notice	  from	  the	  Commission	  on	  aspects	  of	  the	  
application	  of	  Article	  3,	  5	  and	  7	  of	  Regulation	  (EC)	  N°	  141/2000	  on	  
orphan	  medicinal	  products	  	  

General introduction and context	  
 
Overview 
 
The European Alliance for Personalised Medicine (EAPM) brings together healthcare experts 
and patient advocates in major diseases to improve patient care by accelerating the 
development, delivery and uptake of precision medicine and diagnostics for personalised 
patient care.  
 
EAPM’s aim is to develop a pan European personalised medicine agenda by promoting 
alignment of diverse views and priorities among the Member States, and to bridge the gap 
between lay and professional perceptions of innovation in personalised patient care. It is an 
ambitious agenda, but one that can help transform healthcare and the quality of life for 
Europeans, by ensuring that European medicine is at the forefront of putting science at the 
service of citizens. 
 
EAPM welcomes the opportunity to comment on the Commission Consultation concerning the 
Application of Regulation (EC) No 141/2000 on orphan medicinal products. In the  fifteen 
years since the introduction of the Regulation, there has been significant progress and changes 
in drug development in particular for small patient populations.  
 
It is important to recall that the spirit of the original Regulation is to stimulate the development 
of new orphan drugs providing a medical benefit that is meaningful to patients suffering from 
rare conditions.   
 
Consultation item n°1: Clarification of the definition of "significant benefit" 
 
EAPM appreciates the intention to further clarify the definition of “significant benefit”, 
particularly with regard to the way sponsors need to demonstrate ‘significant benefit’ over 
authorised medicines. Nevertheless, this should be done with caution. The Commission must 
be mindful that in the development of treatments for small patient populations, conclusive data 
may not be available at the early stages of the drug development process. 
 
It is important that the revised text recognises the validity of methods other than direct 
comparative head-to-head studies such as clinical cohort studies.   
 
The CHMP ‘Guidance on Clinical Trial in Small Populations’ recognises that ‘ in conditions 
with small and very small populations, less conventional and/or less commonly seen 
methodological approaches may be acceptable if they help to improve the interpretability of 
the study results’. 
 
EAPM welcomes the reference in the Notice to adaptive clinical trials. However, stakeholders 
are advocating for greater flexibility in the drug development model, moving towards a more 
flexible system with smaller, smarter clinical trials that rely on the much more effective  
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upfront research performed with data and patient material and take into account patient 
reported outcomes, even potentially as measureable endpoints.    
 
Unfortunately, not all drug development can be considered breakthrough and important 
progress can often only be achieved by incremental treatment improvements as seen in the 
case of childhood leukemia, where small incremental improvement has les to a 90% success 
rates over time. Clinically relevant advantage, such as efficacy, can be measured with different 
endpoints.  For instance, in cancer, progression free survival and overall survival are 
frequently used.   
 
In certain conditions (e.g. Chronic Myeloid Leukemia, CML), it has been proved that 
treatments are well tolerated by the patients if they are taken during the course of his/her 
lifetime. They allow patients to have almost normal life expectancy compared to the average 
citizens. EAPM strongly recommends, specifically for chronic conditions, that it is 
emphasised that even in case of status quo in terms of comparison to the existing treatments, 
life transforming treatments can be clearly considered as having significant benefit over 
maintenance or  palliative treatments.   
 
Consultation item n°2: Encouraging the development of orphan medicinal products for 
communicable diseases (e.g. Ebola) 
EAPM agrees with the current proposal. 
 
Consultation item n°3: Simplifying the procedure for the reassessment of orphan criteria 
when two authorisation application procedures are pending in parallel for two orphan 
medicinal products  
 
EAPM welcomes the wish of the Commission to be flexible in case of procedures assessed in 
parallel. However the proposal for one month is restrictive and it would be practical to extend 
the timeframe to allow for the data generation for significant benefit comparison.   
 
Consultation item n°4: Introducing the reassessment of the orphan criteria for a new 
subset of the condition when a sponsor extends the use of its product after marketing 
authorisation 
 
The intention to verify if  the new therapeutic indications are of significant benefit when 
compared to existing treatments is understandable. 
 
There is a need to clarify if the failure to demonstrate significant benefit for a new sub-set 
would have impact on the original indication.  For example, , as the term of ‘re-assessment’ 
may imply that the previously demonstrated significant benefit for the initial indication may 
be re-questioned, which would be detrimental for the development of orphan medicines and 
ultimately fro for the advancement of precision medicine.  
 
This is also not in line with the concept of “adaptive pathways”, for which sponsors are 
encouraged to target a first approval in the population with the highest unmet medical need 
and to further pursue additional subsets. 
 
Academic researchers explore new orphan indications and they may sometimes gather the 
proof of significant benefit. However, academic networks have frequent difficulties in 
convincing private partners to enlarge the treatment indication for a particular drug or therapy.  
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EAPM recommends putting in place a specific type of advice by the European Medicines 
Association (EMA) whereby academic researchers may ask guidance on whether evidence 
gathered or to be gathered would demonstrate the required significant benefit, or if additional 
research is needed, so that an appropriate public-private partnership has  the best chance of 
success. 
 
Other points of relevance and general comments 
 
Need to better take into account changing clinical trial aspect. 
 
The current EU Orphan Regulation has permitted the development of personalised medicines 
for treating small patient populations - a development that was unlikely to have taken place 
otherwise. Its future evolution and application, including aspects under consultation, must take 
into account the evolving clinical research landscape. 
 
Therefore, many stakeholders have been predicting and pleading for the change in the drug 
development model from the current triangle-like classical phase I to phase III (IV) model to a 
more efficient diablo shape model, where use of genomic technologies have allowed 
strification of patients into smaller disease subtypes that will maximally benefit from the 
therapeutic option being tested,, smarter and rely on much stronger upfront research done with 
data and material and that take into account patient reported outcomes, even potentially as 
endpoints.  This aspect is not sufficiently taken into account throughout the text under 
consultation.   
 
Need for clarification and flexibility for gathering proves of no activity shown in larger 
population 
 
Lines 123-125: “… sponsor provides solid evidence that the activity of the product should not 
be shown on the largest population”. The terms “activity” and “shown” can be a bit misleading 
as it may be understood as a necessity to actively test the drug in this larger patient population, 
which may be unethical in a number of cases. 
EAPM recommends clarifying if the “evidence by design” can be considered as solid evidence 
(i.e. in the case of a targeted drug, the fact that the larger patient population does not have the 
target present should be taken as part of the evidence base  to support its use in the “targeted” 
population). 
 
Limits of regulation and need to foster mechanisms of risk sharing 
 
While providing a favorable legal framework, development of orphan drugs remains a domain 
with higher levels of uncertainty and greater potential failure risks due to potential feasibility 
issues (rarity of patients) taken in conjunction with current limitations of available 
methodologies. It is recognised in many disciplines, such as cancer, but also in diabetes, that it 
is important to ensure collaboration between drugs developers, academia, regulatory agencies 
and payers. New models of collaboration and Public-Private Partnership are also an efficient 
way to share risks associated with the development of treatments for small patient populations.  
 
Industry should be encouraged to collaborate with academic researchers and Public-Private 
Partnerships should be actively supported by public bodies. It is critical that public bodies 
support European academic clinical research and the know-how of industry via such 
partnerships to maximise therapeutic advances in the interests of patients.  
 


