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1.  Introduction and scope 

This document reflects practical aspects on how to use the published reflection paper on the use of 

extrapolation of efficacy and safety data in the development of medicines, with a focus on paediatrics 

(EMA/189724/2018). The extrapolation exercise is divided into the extrapolation concept and the 

extrapolation plan. 

This document intends to provide structured guidance to applicants/marketing authorisation holders on 

how the extrapolation concept and extrapolation plan should be presented, using the structure below. 

It also intends to support regulatory assessments of extrapolation proposals.  

It is recognised that extrapolation might have a different relevance for each development programme 

(e.g. overall possibility to extrapolate; applicability only to exclusive paediatric sub-groups such as 

adolescents; differences in study designs outlined in the extrapolation plan based on the level of 

existing evidence). The comprehensiveness of extrapolation applied and its relevance for assessment 

of benefits and risks is a result of the level of evidence available for a specific substance at a given 

time and the remaining uncertainties subsequently identified. This can be different for individual 

therapeutic areas (e.g. use of extrapolation for medicines used for the treatment of epilepsy or for 

antimicrobials for which precedents exist), but might also alter in view of the novelty of a compound 

(e.g. first in class, where the level of knowledge is usually low). The intention to extrapolate safety 

implies a separate discussion which should take into account the level of existing evidence for the 

individual drug and/or for the class (if applicable), particularly in relation to the immaturity of drug 

metabolising enzymes and/or transporters or to effects on developing organs (e.g., fluoroquinolones 

and cartilage damage in juvenile animals).  

If it has already been concluded that extrapolation is scientifically justified (e.g. as per disease specific 

EMA guidelines as precedents exist), then this should be reflected adequately, but might not 

necessitate further use of this guidance template.  

Lastly, it is emphasised that extrapolation is an evolving methodology. Therefore, this guidance is not 

exhaustive and new knowledge through emerging data or new approaches should always be reflected 

upon.   

 












