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Importance of a valid orphan condition  
 • Orphan designation starts with the condition – without it COMP cannot 

evaluate any of the other criteria 
  

 A condition is understood as any deviation from the normal 
structure or function of the body, as manifested by a characteristic 
set of signs and symptoms (typically a recognised distinct disease 
or a syndrome) 

 
 The condition is a critical first component – needs to be rare! 

 
• COMP asks details on the aetiology, specific characteristics, 

histopathology, clinical characteristics, classification, diagnosis and 
symptoms 
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Therapeutic indication: treatment of unresectable or metastatic 
solid tumours with X mutation in patients who require systemic 

therapy   

Traditional rare orphan 
conditions which may 

also express molecular 
marker 

 

Orphan designation 

Rare molecular 
defined subset of 
common tumours 

? May meet the 
orphan designation 

criteria 

Common molecular 
defined subset of 
common tumours 

Unlikely to meet 
orphan designation 

  

Image source: https://www.mskcc.org/blog/clinical-trial-shows-promise-basket-studies-drugs 

Novel Trial Designs 
• Increasingly drug development 

programmes are supported by 
novel clinical trial designs 

• E.g. basket study which relies 
on extrapolation of evidence = 
challenges for orphan criteria 



4 

• FDA: will need to take advances in genomics and precision medicine into 
account as it considers what constitutes an orphan ‘disease or condition’ 

– Whether a disease should be defined in a tissue specific or tissue 
agnostic manner? 

– Current scientific understanding may support the designation and 
approval of certain drugs across multiple rare tumour types 

– As more targeted therapies are developed, more drugs may qualify for 
orphan designation based on orphan subsets 

– how a disease is defined and whether a valid orphan subset exists may 
need to be refined  

 
• EU: ‘subsetting’ a condition with the use of biomarkers will not be acceptable 

unless the sponsor provides solid scientific evidence that the activity of the 
product would not be shown on the larger population 
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COMP paper on defining the orphan condition 
• Discusses challenging areas 

when delineating an orphan 
condition 
 

• Four main sections: 
– Symptoms of a disease 
– Subsetting - severity/ stages 

and biomarkers 
– Iatrogenic and adverse 

reactions to a medicinal 
product 

– Treatment modalities  
 

• Provides an at-a-glance chart of 
available guidance 
 
 • Explains COMP decisions in the context of the EU orphan drug regulation and 
provides some discussion points to help future sponsors  
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EC activities 
• Regulation (EC) No 847/2000 

provides a definition of 'similar 
medicinal products' for the 
purposes of the application of the 
incentives provided under the 
Regulation 
 

• Due to major developments in the 
field of biological medicines and 
technical progress including 
advanced therapy medicinal 
products (ATMPs), the definitions 
required adaption 
 

• Two new documents released by 
the EC in May 2018 to reflect 
changing science 
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EMA activities 
• An overview of the EU’s orphan 

designation programme provided in a 
infographic  → 
 

• Questions and answers document 
addresses some common 
misunderstandings    ↓ 
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Thank you 
 
 
  

Dan O’Connor : daniel.oconnor@mhra.gov.uk 
 

mailto:daniel.oconnor@mhra.gov.uk
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