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m Differences in freatment response have been observed for patients with major depressive disorder by number of prior GEMINI and ASCEND
antfidepressant therapies, sex, and race'-3
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AXS-05 (Auvelity®) in Major
m The GEMINI pivotal phase 3 and ASCEND phase 2 trials assessed efficacy, tolerability, and safety of AXS-05 vs placebo or active control

D o D -~ ° m Alongside these treatment response variations, many individuals experience enduring and burdensome tolerability problems bupropion (BUP 105 mg), respectively, in patients with moderate to severe major depressive disorder? 10
e press |Ve Isor er. associated with common antidepressant therapies* ' '

Double-blind Dosing Period (6 weeks)

Pooled Data from Two Six- AXS-05: An Oral NMDA Receptor Antagonist with [ o

Primary endpoint: change from baseline to Week 6
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e e o n ro e rI q s . . confirmed dlqgn05|s 1:1 randomization Daily x 3 days, then BID the MADRS total score at week 1; change from
m AXS-05 ([dextromethorphan-bupropion] extended release tablet; AUVELITY) is a novel, oral, N-methyl-D-aspartate (NMDA) of moderate or baseline in the MADRS total score at week 2;
receptor antagonist, sigma-1 receptor agonist, and aminoketone CYP2Dé inhibitor approved by the US Food and Drug severe MDD \

remission, defined as MADRS total score <10, at
Placebo week 2; and clinical res i
. . . : . ; ponse, defined as=50%
(G EM I N I q n d AS C E N D) Adminisiration for the treatment of MDD in adults (Figure 1)5 n=164 Daily x 3 days, then BID reduction in MADRS total score, at week 6

— Dextromethorphan is a NMDA receptor antagonist and a sigma-1 receptor agonist?

— Bupropion primarily serves to increase plasma concentrations and extend the half-life of dextromethorphan? Double-blind Dosing Period (6 weeks)
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P ) EoPOT IO Q Tsog(r:;gg\?;'@rlig;(kjienxgirgir%??forphon m GEMINI and ASCEND data were pooled, with placebo and bupropion arms combined into a Conftrol arm in this post hoc analysis
Characterize the most frgquerﬁly repor’red freatment- norepinephrine and dopamine reuptake m Efficacy was measured as change from baseline on the Montgomery-Asberg Depression Rating Scale (MADRS) among participants
related adverse events, mcludmg time of onset and stratified by prior antidepressant freatment (ADT) use in the current major depressive episode, sex, and race
median duration m Safety analyses quantified fiming of treatment emergent adverse event (TEAE) onset and duration of TEAEs
: Key Findings
Conclusions
m Patients receiving AXS-05 demonstrated significantly Patient Population Safety
improved deprgsswe symptoms compared to the Table 2. Demographics and Baseline Characteristics (Safety Population) Figure 4. Incidences® of TEAEs by Adverse Event Start Date and Preferred Term
control population UEHE el
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- Efficacy was consistent across patients irrespective Mean age (SD), years 41.2 (12.67) 40.6 (13.54) 15 1 15 - 15 1
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Most of The treatment gmergen’r degrse events (TEAEs) White 119 (57.8) 120 (600) . . . o a4 s 4 g
occurring in 25% of patients treated with AXS-05 were Non-White 87 (42.2) 80 (40.0)
reported within the first week; each of these resolved Mean baseline BMI (SD), kg/m? 29.2 (5.66) 29.4 (5.55) - Diarrhea . Dry Mouth 5 Sexual Dysfunction
ADT, antidepressant therapies; BMI, body mass index; MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation. 10 - 10 - 10 -

m Baseline and sociodemographic characteristics were generally similar across AXS-05 and control groups (Table 2)
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