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Background

ENX-102 is a gamma-aminobutyric acid type A receptor (GABA-AR) positive allosteric modulator (PAM) that enhances inhibitory neurotransmission. By agonizing GABA-AR
containing alpha-2,3,5 subunits and blocking alpha-1 subunits, ENX-102 may demonstrate anxiolysis clinically, while avoiding untoward sedative, psychomotor, and cognitive
effects associated with non-selective GABA-A-PAMs such as benzodiazepines (BZDs).

Methods

* Randomized, double-blind, placebo-controlled, multiple ascending dose
* ENX-102: 0.5 -5.0 mg (or placebo) administered orally once daily for 12 days
* Healthy female and male volunteers (N=40)

Primary objective: safety and tolerability of ENX-102
Secondary objective: PK and PD characterization
(Mixed model analyses of covariance)

Results

Safety: no clinically meaningful changes.
85% of adverse events (AEs) were mild; all were transient.
No difference from placebo in clinician-observed sedation.

Pharmacodynamic results
Figure 1: ENX-102 significantly decreased gEEG alpha-power (p<0.05*) and theta-power (p<0.05%),
indicating sustained reduced arousal.
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Pharmacodynamics (PD): target engagement. Figure 2: ENX-102 significantly decreased e ENX-102 was safe and well-tolerated

No untoward effects with repeated administration.
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