
REIMAGINE: A CNS basket trial to explore the safety and efficacy 
of vafidemstat on aggression in different psychiatric disorders 
Ropacki, MT1; Ramos Quiroga, JA2; Arévalo, M1; Bullock,R1; Gutiérrez, S1; Maes,T1; and Buesa, C1. 

1ORYZON GENOMICS S.A. Carrer Sant Ferran 74, 08940 Cornellà de Llobregat, Barcelona, Spain; 2. Hospital Universitari Vall d’Hebrón, 
Department of Psychiatry, CIBERSAM, Barcelona, Spain 

According to the American Society of Clinical Oncology (ASCO), “Basket trials (or studies) test the effect of one drug on a single mutation 
in a variety of tumor types, at the same time. These studies also have the potential to greatly increase the number of patients who are 
eligible to receive certain drugs relative to other trial designs.”  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 
challenge for implementing a basket trial design in CNS is trying to adapt the goal(s) from mutations and tumor types to something 
common and targetable across CNS diseases.   

For CNS, the main methodological question concerns whether there is a core feature across several CNS diseases that could be 
identified and serve a therapeutic target.  Once this question is addressed, other methodological issues remain.  For REIMAGINE, these 
included how to implement 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: Attention Deficit Hyperactivity Disorder 
(ADHD), Autism Spectrum Disorder (ASD) 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 (i.e., the core feature under 
investigation), as well as examine the effect on non-aggression features across multiple CNS disorders within a single clinical trial.  

Background 

The aims of this study were to: 
1. Identify a core feature across several CNS diseases that 

could serve as a therapeutic target. 
2. Demonstrate the ability to successfully implement a 

basket trial design and methodology across several 
different CNS diseases.  

3. Evaluate the safety and tolerability of vafidemstat 
across different CNS diseases 

4. Assess vafidemstat’s efficacy treating aggression in 
three CNS diseases 

5. Explore vafidemstat’s effect on the treatment of non-
aggression features of these CNS diseases 

Objectives 

REIMAGINE enrolled eighteen (N = 18) participants from 
a single center in Spain (See Table 1). The goal was to enrol 
six ADHD, ASD and BPD patients. 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. All subjects had to 
meet inclusion and exclusion criteria.   

The main goal of REIMAGINE was to examine 
vafidemstat’s safety and efficacy in a CNS basket trial. 
Treatment compliance was monitored through 
pharmacokinetic and pharmacodynamic parameters. 
Collected safety data included treatment emergent 
adverse events (TEAEs), changes in concomitant 
medications, physical exam, vital signs, ECG and laboratory 
results.  

Impact on 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.  

Methods 

Figure 1. REIMAGINE study design (EudraCT # 2018-002140-88).  
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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.   

Conclusions 

Hightlights 

Results 
 Aggression was identified as a common core feature for REIMAGINE 
 Basket trial design and methodology was successfully employed in 

REIMAGINE 
 Vafidemstat was safe and well tolerated by participants (See Table 2) 
 There was significant improvement in aggression after 8 weeks of 

vafidemstat treatment (See Figure 2) 
 Overall improvement, including non-aggression features of these 

disorders, was also observed. 

 Basket trials provide an opportunity to identify a core feature across 
CNS conditions, and a method to effectively examine a therapeutic 
agent’s safety and efficacy  

 A core feature across CNS disorders can be identified and targeted 
 Exploration of disease-specific impact is also possible within a CNS 

basket trial 
 Basket trial methodology can be adapted for and leveraged in CNS 

clinical trials 

Baseline Demographics (N = 18) 

Sex Male 10 (55.5%) 

Female 8 (44.45%) 

Age Median 36.22 

(Min, Max) (19, 53) 

Race Caucasian 16 (88.88%) 

Other 2 (11.12%) 

Weight Median (kg) 76.5 

(Min, Max) (47.4, 116.5) 

Height Median (kg) 171.7 

(Min, Max) (190, 157) 

BMI Median (kg) 25.7 

(Min, Max) (18.6, 37.5) 

Table 1. Baseline demographics Table 2. Safety data 

Figure 2. Efficacy - CGI for Aggression and NPI Total & Agitation/Aggression 

Blood and lymphatic system disorders 1(5.55%)1
Thrombocytopenia 1(5.55%)1
Gastrointestinal disorders 2(11.11%)2
Constipation 1(5.55%)1
Dry mouth 1(5.55%)1
General disorders and administration site conditions 1(5.55%)1
Thirst 1(5.55%)1
Infections and infestations 1(5.55%)1
Oral herpes 1(5.55%)1
Nervous system disorders 4(22.22%)13
Headache 3(16.66%)11
Sensory disturbance 1(5.55%)2
Psychiatric disorders 1(5.55%)2
Anxiety 1(5.55%)2

Study-drug related TEAEs (ADRs) by SOC and PT ( n=18 )
Number of Patients (%) Event Count

Vafidemstat 1.2 mg 
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