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I Study Design: EVOLVE Results

EVOLVE (Evaluation of NMDA Modulation for Depressive Episodes) was an open-label, US trial, in
which individuals with MDD were treated with AXS-05 (45 mg dextromethorphan HBr-105 mg

I Introduction

Major depressive disorder (MDD) is a serious disorder: MDD is a chronic, disabling, prevalent,

biclogically based disorder, and v o leading couse of suicider Improvement in Cognitive & Physical Functioning Questionnaire

Rapid and Durable Improvements with AXS-05 Across Multiple Measures

= MDD is difficult to treat: In the largest open-label study conducted, STAR*D, only ~ 1/3 of bupropion HCI) twice daily for up to 15 months. 0+ ’ Mean Improvement from Baseline with AXS-05 Treatment
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citalopram study (MERIT), and had a DSM-5 diagnosis of MDD, a MADRS score of 225, and had been treated S § ] Massachusetts General Hospital Cognitive and Physical Functioning Questionnaire
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different SSRI (sertraline), switching to an SNRI (venlafaxine), or switching to bupropion4 we present the results for the directly enrolled individuals 3 J 6
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partially explained by the lack of pharmacological diversity amongst the different treatments, %’ @ 10 | T 1 Change from
e.g., all antidepressants employed are thought to work in generally the same way: monoamine Efficacy Outcome Measures: Statistical Analysis: @ Baseline -34 55 74 -86 94 94 -10.2 -10.2 -10.2
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= Glutamatergic hypothesis of MDD: Clinical and preclinical evidence has implicated Scale (MADRS), MGH Cognitive & population which consisted of all patients who 0 1 2 3 4 5 6 7 8 9 0 11 12
dysfunctional glutamatergic neurotransmission in the pathophysiology of MDD, suggesting a Physical Functioning Questionnaire received at least 1 dose of AXS-05 and provided Month Ch::f:ﬁ::"‘ 29 50 67 83 95 97 101 108 108
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= = (R S — 105 mg bupropion) lo0% | Remission (MADRS <10 . * Treatment with AXS-05 rapidly improved depression and its associated
N=145 * Baseline depression severity e ems O s symptoms, including cognitive and physical functioningand anxiet
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receptor antagonist with multimodal activity:10-12 Age (years) 456 (13.07) severely depressed population g - - e 63.7% ® Treatment effects with AXS-05 were durable
= The dextromethorphan component of AXS-05 is an antagonist of the NMDA receptor (an ionotropic Female o o . i indi = 51.1% e : .
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= These actions modulate glutamatergic neurotransmission White 112 (77.2%) diminished functioning c = These data provide additional evidence for the efficacy of AXS-05 in MDD
= The bupropion component of AXS-05 serves primarily to increase the bioavailability of Bl_ack or African American 25 (17.2%) = Baseline anxiety severity S oo |7 16.2% including indiviudals with prior treatment failures
dextromethorphan, and is a norepinephrine and dopamine reuptake inhibitor Asian 3(2.1%) represents mild-to-moderate 5.7%
= AXS-05 (Auvelity®) was approved by the US FDA for the treatment of MDD in adults in August 2022 Clinical Characteristics anxiety 0% .| Disclcrsyres: *Almanda Jones is no longer affiliated with Axsome. Scan QR code or access
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employees of Axsome Therapeutics. to view or download a PDF of this poster or
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I Objectlve e on We express our gratitude to the patients, investigators, and access additional information and other Axsome
HAM-A total score 15.6(5.56) study staff for their participation in this trial. Therapeutics presentations at NEI 2023.
= To evaluate the effects of AXS-05 (45 mg dextromethorphan HBr-105mg bupropion HCl) in SDS total score 17.5 (6.08)
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MDD patients who had been treated with at least 1 prior antidepressant in the current major
depressive episode

Data are mean (SD) unless otherwisestated
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