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Background  

Basket trials are frequently used in oncology, in an open-label adaptive design, to prove concept 

and target optimal responders, but are relatively uncommon in CNS clinical trials. The main 

methodological question concerned whether a core feature across CNS diseases could be 

identified to serve a therapeutic target.  Some methodological issues faced when designing the 

REIMAGINE CNS basket trial included implementing general and disease specific 

inclusion/exclusion criteria and clinical outcome assessments (COAs), as well as deciding a priori 

how the data would be analysed by disease and in aggregate.  

REIMAGINE is a Phase IIa open-label (vafidemstat) trial across three psychiatric patient cohorts: 

Autism Spectrum Disorder (ASD), Attention Deficit Hyperactivity Disorder (ADHD) and 

Borderline Personality Disorder (BPD). The rationale for leveraging a CNS-basket trial design was 

because it is an efficient way to test whether vafidemstat (ORY-2001) effectively treats 

aggression/agitation, as well as examine the effect on non-aggression features across multiple 

CNS disorders within a single trial.   

Objectives 

The aims of this study are to explore the ability to implement a basket trial design and 

methodology to evaluate the safety and tolerability of vafidemstat, as well as assess efficacy 

treating aggression/agitation overall and within three psychiatric diseases. This trial also 

explored vafidemstat’s effect on the treatment of non-aggression features of these disorders as 

measured by validated disease-specific clinical instruments.   

Methods  

Patient recruitment was based on significant or persistent agitation or aggression that was 

disruptive to patient’s daily living or put the patient in harm´s way for at least 3 days per week 

for at least 4 weeks prior to screening visit. Aggression was measured using Clinical Global 

Impression of Severity and Improvement (CGI-S, CGI-I) focusing on the aggressive behavior and 

the Neuropsychiatric inventory (NPI), Agitation-Aggression four-item subscale (NPI-A/A). Overall 

psychiatric effect was assessed using the total NPI (12 items) score.  Disease specific scales 

included the ADHD-Rating Scale (ADHD-RS), Autism Diagnostic Observation Schedule (ADOS) 

and Borderline Personality Disorder Checklist (BPDCL) for ADHD, ASD and BPD, respectively.  

Results 



Treatment with vafidemstat was well tolerated by study patients and no relevant adverse effects 

were observed. Treatment compliance was monitored through pharmacokinetic and 

pharmacodynamic parameters. A significant improvement after 8 weeks of vafidemstat 

treatment with respect to baseline values was observed in aggression, as measured by the CGI-

I, CGI-S and NPI A/A, and overall global function as measured by the total NPI. Finally, disease-

specific improvements, including non-aggression features of these disorders, will be discussed 

in the poster.  

Conclusions 

The REIMAGINE trial demonstrated that basket trial methodology can be successfully employed 

in CNS trials across multiple conditions by targeting a core feature common to each, while also 

exploring disease-specific treatment impact. The impact of vafidemstat therapy suggests the 

existence of a potential common MoA given impact on aggression irrespective of the psychiatric 

diagnosis. Overall, the REIMAGINE basket trial illustrated vafidemstat’s potential role in treating 

aggression, as well as non-aggression features of three different psychiatric diseases with high 

unmet medical need where current treatments either do not exist or have unfavourable side 

effect profiles.   
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