Overcoming translational hurdles for treating Cognitive Impairments Associated with Schizophrenia
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Introduction.
Cognitive impairments associated with schizophrenia (CIAS), specifically deficits in working memory, attention, and executive function, severely hinder employment prospects and quality of life. Despite this burden, no approved treatment exists. A fundamental hurdle is the translational gap: many pro-cognitive drugs show promise in traditional, operant preclinical animal tests, but fail in human clinical trials. This is likely due to many tests probing animal behaviours rather than human. 
Methods.
We used a clinically-informed rodent touchscreen technology to assess cognitive performance. We tested the predictive power of a spatial working memory task (Trial Unique Non-Matching to Location – TUNL) by evaluating three classes of schizophrenia drugs: Standard of care: aripiprazole and olanzapine; failed clinical candidates: atomoxetine and encenicline; newly marketed antipsychotic: xanomeline (active ingredient in Cobenfy™).

Results.
Unlike traditional testing paradigms, our results demonstrate for the first time, a preclinical method capable of distinguishing between drugs with clinical efficacy and those that fail in humans. 
Discussion.

By validating the predictive power of this assay, we provide a robust framework to improve the development and successful translation of future pro-cognitive medicines.
