Methods & Study Design

GEMINI and ASCEND GEMINI Efficacy Outcomes

m The GEMINI Phase 3 and ASCEND Phase 2 studies assessed efficacy, tolerability, and safety of AXS-05 vs active -
control bupropion (BUP 105 mg) or placebo, respectively, in participants with moderate to severe major
depressive disorder.>® n

Introduction

m Major depressive disorder (MDD) is a debilitating condition that
affects approximately 1 in 5 people in the United States over
their lifetime.!

AXS-05: An Oral NMDA Receptor Antagonist with Multimodal Activity

m Auvelity (AXS-05; dextromethorphan-bupropion extended-release tablet) is a novel, oral, N-methyl-D-aspartate (NMDA) receptor
antagonist, sigma-1 receptor agonist, and aminoketone CYP2D6 inhibitor approved by the US Food and Drug Administration for
the treatment of MDD in adults (Figure 1).”

AXS-05 (Auvelity®) in Major
Depressive Disorder: Pooled
Data from Two Six-Week

Primary endpoint: change from baseline to Week 6 in the Montgomery-Asberg Depression Rating
Scale (MADRS) total score

Other efficacy endpoints: change from baseline in the MADRS total score at Week 1; change from
baseline in the MADRS total score at Week 2; remission, defined as MADRS total score <10, at Week
2; and clinical response, defined as > 50% reduction in MADRS total score, at Week 6

m Despite the availability of dozens of antidepressant therapies — Dextromethorphan is an NMDA receptor antagonist and a sigma-1 receptor agonist.’

(ADTs), many patients with MDD experience enduring and

— The antidepressant effect of dextromethorphan is thought to involve reducing GABA-mediated inhibition of glutamate
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BID; two times a day; IQR, interquartile range.
3Includes all incidences, including multiple incidences for individual participants. ®PDays/event. cIncludes orgasm abnormal, erectile dysfunction, libido decreased, anorgasmia.
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