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Auvelity® (AXS-05) in Major

m Differences in treatment response have been observed for patients with major depressive disorder by number of prior antidepressant therapies, sex, and race! GEMINI and ASCEND GEMINI Efficacy Outcomes ASCEND Efficacy Outcomes
° ° . m Alongside these treatment response variations, many individuals experience enduring and burdensome tolerability problems associated with common antidepressant therapies* m The GEMINI pivotal phase 3 and ASCEND phase 2 trials assessed efficacy, tolerability, and safety of AXS-05 vs m  Primary endpoint: change from baseline to Week 6 in the m  Primary endpoint: average change from baseline in MADRS Total
De press lve D Isord er. P 00 I ed placebo or active control bupropion (BUP 105 mg), respectively, in patients with moderate to severe major Montgomery-Asberg Depression Rating Scale (MADRS) total score Score for Weeks 1-6
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depressive disorder?10 m Other efficacy endpoints: change from baseline in the MADRS m Other efficacy endpoints: change from baseline in the MADRS
AXS-OS: An Oral N M DA RECEEtor Antagon ISt Wlth M u Itl mOdaI ACtIVI ! ! P v ! total score at Week 1; change from baseline in the MADRS total total score at Week 6; change from baseline in the MADRS total

] ] ] ] ] score at Week 2; remission, defined as MADRS total score <10, at score at Week 1; change from baseline in the MADRS total score
m AXS-05 ([dextromethorphan-bupropion] extended release tablet; AUVELITY) is a novel, oral, N-methyl-D-aspartate (NMDA) receptor antagonist, sigma-1 receptor agonist, and Up to 4-week Double-blind Dosing Period (6 weeks) Week 2; and clinical response, defined as > 50% reduction in at Week 2; remission, defined as MADRS total score < 10

Data from Two Six-Week
Co n'I'rOIIed Triq IS — Dextromethorphan is an NMDA receptor antagonist and a sigma-1 receptor agonist.” Patients with a | I I AXS-05

(
aminoketone CYP2D6 inhibitor approved by the US Food and Drug Administration for the treatment of MDD in adults (Figure 1)° Screening Period Week 0 1 2 3 4 6 MADRS total score, at Week 6

Table 1. GEMINI and ASCEND Key Inclusion / Exclusion Criteria

~ Bupropion primarily serves to increase plasma concentrations and extend the half-life of dextromethorphan.’ confirmed diagnosis =327 (45 mg DM-105 mg BUP) . ndeon | Eduon
G EM I N I d As C E N D of moderate or 1:1 randomization Daily x 3 days, then BID =  Male or female 18-65 years of age =  History of depressive episode with psychotic or catatonic features, treatment-resistant
q n Figure 1. AXS-05 Mechanism of Action =  Diagnostic and Statistical Manual of Mental depression (defined as 2 or more failed prior treatments of adequate dose and duration in the
Inhibitory severe MDD Placebo Disorders, Fifth Edition criteria for current current depressive episode), schizophrenia, bipolar disorder, panic disorder, obsessive
interneuron ER . major depressive disorder without convulsive disorder, bulimia or anorexia nervosa, persistent neurocognitive disorder, or
GABA J Daily x 3 days, then BID psychotic features primary anxiety disorder
Craig Chepkel Dan IOSifeSCUZ Graham ML Eg||t3 t A Sigma-1 receptor »  Montgomery-Asberg Depression Rating »  Alcohol/substance use disorder within 1-year
. . ! . ! ! rec?p oL e Scale total score of 225 = Clinically significant risk of suicide or harm to self or others
CarO“ne StrE|Cher3, Herriot TabuteaU3 NMDA o ‘ O *  Clinical Global Impressions-Severity score *  Seizure disorder
NMDA r.eceptor recepto[,/ ° X Sigma-1 receptor agonism ( , " t? 4—wee'k 0 . . . . . of >4 at baseljne | | ' | Concomitan'-c psycho'fropic medication
antagonism e by dext th h dditi I Screening Period I 1 1 I I 1 MADRS; Montgomery-Asberg Depression Rating Scale; CGI-S, Clinical Global Impressions-Severity .
1. Excel Psychiatric Associates, Huntersville, NC, and Atrium Health, Charlotte, NC; by dextromethorphan is ? o myodi)l(a:(ce)r;itagwr:tea:njxoanoa:nlﬁci)::: Y Patients with a N=80 = AXS-05
2. Nathan Kline Institute and New York University School of Medicine, New York, NY; believed to>: . signaling>® confirmed diagnosis R (45 mg DM-105 mg BUP) m GEMINI and ASCEND data were pooled, with placebo and bupropion arms combined into a Control arm in this
3. Axsome Therapeutics Inc., New York, NY gﬁi;;ﬁf;ggi:fry tone o ® o Glutamate of moderate or _1i1 randomization Daily x 3 days, then BID post hoc analysis
Directly inhibit ‘ ‘ Bupropion, a CYP2D6 inhibitor®: severe MDD Bupropion m Efficacy was measured as change from baseline on the Montgomery-Asberg Depression Rating Scale (MADRS)
H H postsynaptic NMDA Increases and prolongs plasma concentrations of (105 mg) among participants stratified by prior antidepressant treatment (ADT) use in the current major depressive
Key Objectives i NMDA  AMPA e oo N ong particpar VP p (ADT) jor dep
1 i 1 feceptor recchigy Is a relatively weak inhibitor of norepinephrine BID, twice-daily; BUP, bupropion; DM, dextromethorphan; MADRS, Montgomery—Asberg Depression Rating Scale; MDD, major depressive €PI1S0dE, Sex, and race
m Assess comprehensive efficacy and safety data from two pivotal Q . D, ¥; BUP, bupropion; DM, phan; » Montgomery~Asberg Dep g Scale; MDD, major dep e e .
) _ i and dopamine reuptake disorder. m Safety analyses quantified timing of treatment emergent adverse event (TEAE) onset and duration of TEAEs
randomized controlled trials of AXS-05 in MDD
Determine if symptom improvement is affected by factors of
prior antidepressant therapy, patient sex, and patient race Key F|nd|ngs
Characterize the most frequently reported treatment-related Patient Population Safety
adverse events, including time of onset and median duration Table 2. Demographics and Baseline Characteristics (Safety Population) Figure 4. Onset of Treatment Emergent Adverse Events in 25% of Participants Treated With AXS-05
AXS-05 Control
CO“C'USiOﬂS (n=210) (n=212) 30 - Dizziness 20 - Nausea 30 - Headache
Mean Age (SD), years 41.2 (12.67) 40.6 (13.54) m AXS-05 (n=210)
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Most of the treatment-emergent adverse events (TEAES) White 119 (57.8) 120 (60.0) 3 3 - Diarrhea 30 - Dry Mouth 30 - Somnolence
occurring in 25% of patients treated with AXS-05 were Non-White 87 (42.2) 80 (40.0) £ o . .
reported within the first week; each of these resolved with a Mean Baseline BMI (SD), kg/m? 29.2 (5.66) 29.4 (5.55) e
median duration between 2.5 and 16 days Mean Baseline MADRS total score (SD) 33.2 (4.40) 33.0(4.37) HE_, 10 - 10 A
ADT, antidepressant therapies; BMI, body mass index; MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation. = I l .
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Figure 3. Summary of Change from Baseline at Week 6 in Weight (A), Total Cholesterol (B), and Blood Glucose (C) Dizziness 36 (17.1) 5 12 (5.7) 12
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