XEN1101, a Differentiated Kv7 Potassium Channel Modulator, Impacts Depression and Anhedonia
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RATIONALE RESULTS XEN1101 PK/PD in Preclinical Models of Mood & Epilepsy
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. . . . Mount Sinai
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= Trained rats followed a progressive schedule of reinforcement in which the number of lever presses required to obtain a 20007 ** o T

food reward is increased for successive reinforcers
. . . . . . . 1. Krishnan et al. “Molecular adaptations underlying susceptibility and resistance to social defeat in brain reward regions.” Cell vol. 131,2
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The break point was defined as the point at which a rat failed to earn a food pellet in 20 minutes 8 1500 8 400- = Amphetamine was efficacious in (2007): 391-404.; Friedman et al. “KCNQ channel openers reverse depressive symptoms via an active resilience mechanism.” Nature
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single IP dose of 0.6 mpk amphetamine in a cross-over design BB pooressive Ratio Test (PRT) o 1000— & Increasing total Iever presses in bo 2. Costi et al. “Impact of the KCNQ2/3 Channel Opener Ezogabine on Reward Circuit Activity and Clinical Symptoms in Depression: Results
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= |n a sub-group analysis, animals were classified as either low performers e Diminished effort in the PRT is to reward/motivation, relative to the (1995):99-103.
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= XEN1101 data was analyzed by one-way repeated measures ANOVA. e In rodents and humans, some anti-
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Amphetamine data vs. vehicle was analyzed by paired t-test depressants, and ezogabine, s{‘\\(} ®Q 7. H?rshenberg et al. D|m|r.\|shed effort on a progressive ratio task in both unipolar and bipolar depression.” Journal of Affective
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