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= Major depressive disorder (MDD) is a serious disorder: MDD is a chronic, disabling, prevalent,
biologically-based disorder, and a leading cause of suicide'2
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= Response to treatment takes time: Current oral antidepressants are associated with prolonged time diagnosis of 1:1T randomization

to clinically meaningful response (up to 6-8 weeks)3
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primarily through monoaminergic mechanisms’
= Glutamatergic hypothesis of MDD: Clinical and preclinical evidence has implicated dysfunctional
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receptor antagonism in the treatment of MDD/

= There is an urgent clinical need for: New, more effective, faster-acting, mechanistically novel, and
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AXS-05: A Novel, Oral NMDA Receptor Antagonist total score at Week 6

Key Secondary Endpoints: Change from baseline and in MADRS at Week 1T and Week 2
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BUP, Bupropion; DM, Dextromethorphan, MDD, major depressive disorder.
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Key Question N _ f*"w' o "o il = Male or female 18-65 years of = History of depressive episode with psychotic or catatonic features,
| "‘LN ° age treatment-resistant depression, schizophrenia, bipolar disorder,
m Does AXS-05 impro\/e anhedonic e\ . = DSM-5 criteria for current MDD panic disorder, obsessive convulsive disorder, bulimia or anorexia
. pextromefhorphan L ransporters »: amin o without psychotic features nervosa, persistent neurocognitive disorder, or primary anxiety
symptoms iIn MDD compared to \ @‘ [ /’\/ = MADRS total score of = 25 disorder
i o, -4 7 = CCGI-Sscore of 24 at baseline = Alcohol/substance use disorder within 1-year
p'QC@bO .OS Assesseq by the MADRS ) & P S s oy s = Clinically significant risk of suicide or harm to self or others
anhedonia subscale? “ T \ 188 " Seizure disorder
AXS-05 V) | v St e Otz neasnor : _’ A\ = Concomitant psychotropic medication
cypz;b\ vl e, snabing amcepresean fece i i CGlI-S, Clinical Global Impression — Severity scale; DSM-5, The Diagnostic and Statistical Manual of Mental Disorders; ECT, electroconvulsive
therapy; MADRS, Montgomery-Asberg Depression Rating Scale; SE, standard error; TMS, transcranial magnetic stimulation.
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placebo (P<0.001; Figure 3A)

m By Week 6, the mean reduction from baseline in the MADRS anhedonia subscale was 9.70 for AXS-05
compared to 7.22 for placebo (P=0.001; Figure 3A)

AXS-05 m Rates of response (2 50% MADRS anhedonia subscale improvement) were statistically significantly
greater for AXS-05 compared to placebo at Week 1 (P<0.001) and at every timepoint thereafter

symptoms, as well as overall
depressive symptoms

Table 2. Demographics and Baseline Characteristics
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anhedonic symptoms with AXS-05 Age 42.1 (12.71) 41.1 (13.78) | . . o
Female gender, n (%) 98 (60.1%) 117 (71.3%) n R.esponse was achieved by 54% of AXS-05 patients versus 36% of placebo patients at Week 6 (P=0.002;
freatment were observed at Week | Race, n (%) Figure 3B)
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PIESEIICHon: @ ' Dizziness 16 6
J Flacebc : Nausea 13 9
Difference P-value Headache 3 4
. Diarrhea / 3
Change in MADRS Total 79 50 99 0.007 Somnolence 7 3
Score at Week 1 Dry mouth 6 2
ADAA Anxiety and Depression Change in MADRS Total Hyperhicrosis : :
Xiety P 9 1.0 7.7 3.4 <0.001 Hyperhidrosis 5 0
Co nfere n Ce 2024 Score at Week 2 aSexual dysfunction includes orgasm abnormal, erectile dysfunction, libido decreased, and anorgasmia.
o *P_values are nominal and based on chi square mean test. m The most commonly reported adverse events were dizziness, nausea, and headache (Table 4)
Apnl 11-14, 2024, Boston MA AADRS. mortaamen Asorg Dobrewion Rating Seate: St fomaord onor_ grovPs m Rates of discontinuation due to adverse events were 4% for AXS-05 and 0%, for placebo




	Slide 1

