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Abstract 

Recent advances in genetic and diagnostic testing have driven a shift towards personalised medicine, 
motivating the development of innovative clinical trial designs such as basket trials. In a basket trial, a 
single therapeutic intervention is evaluated across multiple disease subgroups that share a common 
biological or clinical feature. While basket trials have become fairly established in the oncology 
therapeutic area, their use in neurodegenerative diseases remains limited. 

This presentation outlines the development of the SYNAPSE study, a symptom-based basket trial 
investigating the use of the selective serotonin reuptake inhibitor, citalopram, for managing challenging 
behavioural symptoms in frontotemporal lobar degeneration (FTLD)-related syndromes. Unlike 
traditional oncology basket trials, where the disease subgroups typically share a common genetic 
aberration, the syndromes in the SYNAPSE study are linked through shared symptoms targeted by the 
treatment. 

We will discuss the full design process of the SYNAPSE study from conceptual development to the 
finalised protocol, outlining how the design itself evolved based on discussions with clinicians, 
conventions in the field, emerging obstacles from real-world constraints – such as wildly different 
prevalence rates and unexpected financial burdens – and the availability of external data. Through this 
discussion we provide practical guidance for design/implementing basket trials for neurodegenerative 
diseases, including the advantages of applying innovative Bayesian borrowing methods to leverage 
information between disease indications and from historic data sources. 

  


