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Optimising paediatric medicines development through early selection of the best accepted 

formulation with a scientifically sound composite endpoint method 

Introduction 

Justification of the formulation selection is a challenging element in paediatric development 

negotiations with authorities as no scientifically sound, broadly recognised acceptability assessment 

methods exist. 

Method and Materials 

The objective of this composite endpoint methodology was to enable front-loading of oral 

formulation selection with a standardised, statistically sound acceptability assessment method 

before entering the paediatric efficacy and safety studies. 

 

In statistically powered paediatric patient studies with placebo-containing oral formulations, 

performed with standardised investigator-observed assessment methods and defined evaluation 

criteria for swallowability and palatability in children, statistically significant differences between the 

acceptability of several oral formulations were detected (Klingmann et al. [1-6]). To further 

strengthen the capability of discrimination, a new acceptability method was established combining a 

swallowability score and a palatability assessment. Data from 2 studies [5,6] investigating mini-

tablets, oblong tablets, orodispersible films and syrup in patients from 6 months to below 6 years 

were used to investigate the composite endpoint’s validity, expediency and applicability. The 

statistical procedure for validation of the composite endpoint is published [7] and will be explained in 

the poster/short presentation. A clinical trial to validate the composite endpoint over all paediatric 

age groups has recently been completed. The results will also be presented.   

Results 

A high association between acceptability categories and the results from factor analysis was 

recognized. Comparison of the acceptability categories with regard to the main component by 

analysis of variance yielded a p-value < 0.0001. All formulations showed highly consistent results 

demonstrating significantly better acceptance of mini-tablets and oblong tablets in comparison to 

syrup. 

 

Conclusion 

The suggested acceptability method combining swallowability and palatability in form of a composite 

endpoint can be regarded as a highly sensitive and reliable approach to early identification of most 

suitable oral formulations for different paediatric age groups. These comparative studies can be 

quickly performed in statistically defined patient cohorts before entering indication-specific efficacy 

or safety studies. Currently the composite endpoint method is undergoing the EMA Qualification 

Advice process suggesting the composite endpoint as standard acceptability assessment method for 

acceptability of oral paediatric formulations. 
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