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Introduction Results
Ninety-nine participants were enrolled: SAD N=30, Food Effect N=9, MAD N=60 (Table 1).

« Allopregnanolone, a neurosteroid GABA, positive allosteric modulator that regulates phasic and
tonic GABA inhibition!, has antidepressant and anxiolytic properties. Development as a
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* No treatment-related severe or serious adverse events (AEs), including clinically important hepatic, cardiac and
renal AEs, were reported. The most common AE across all parts was somnolence, which was mild in all cases. A
Methods dose-dependent increase in the number of AEs was observed, but no dose limiting toxicity was reached.
* This study included double-blind single-ascending dose (SAD), multiple ascending dose (MAD) Discussion

and open-label food effect (FE) parts (NCT05129865). The SAD and FE parts used crossover ) ) )
designs, while the MAD used sequential cohorts dosed over 7 days. PK and safety were collected ~ * Dosing of SPT-300 resulted in therapeutically relevant exposures of allopregnanolone ~9x greater than

throughout. EEG and saccadic eye velocity (SEV) PD endpoints were assessed in the MAD part. previously published values?, validating the Glyph platform's ability to enhance bioavailability.

«  PK data were compared to published data for steady state allopregnanolone levels during 60- + Clinically relevant exposure and PD markers consistent with allopregnanolone-driven GABA, modulation
hour IV regimen administered for post-partum depression. support further exploration of SPT-300 in mood and anxiety disorders.
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