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Objective

= To evaluate the efficacy of Auvelity® (AXS-05) on freating anhedonia
symptoms and diminished inferest-activity in individuals with MDD

= To assess the relationship between anhedonia symptoms and functional
Impairment in individuals with MDD

Conclusions

= This pooled post hoc analysis showed that AXS-05 compared with
controls significantly improved anhedonia and impaired interest-activity
symptoms starting as early as Week |
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Figure adapted from reference 15: Kadriu B, et al. Int J Neuropsychopharmacol. 2019;22(2):119-35.
AMPA, a-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid; GABA; gamma-aminobutyric acid; MDD, major depressive disorder; NMDA, N-methyl-D-aspartate.

AXS-05

Auvelity® (AXS-05) (45-mg dextromethorphan/105-mg bupropion) is a novel, oral NMDA receptor antagonist, sigma-1
receptor agonist, and aminoketone CYP2Dé inhibitor (Figure 1)'3

— The dextromethorphan component of AXS-05 is an antagonist of the NMDA receptor, an ionotropic glutamate receptor,

and a sigma-1 receptor agonist that modulates monoamine and glutamate neurofransmission; sigma-1 agonism is also
associated with anti-inflammatory and neuroprotective activity

—  The bupropion component of AXS-05 is an aminoketone and a CYP2Dé inhibitor that serves to increase the
bioavailability of dextromethorphan by inhibiting its metabolism, and it is a weak norepinephrine and dopamine
reuptake inhibitor'31

RESULTS

Study population

Table 1. Baseline Demographics and Clinical Characteristics
(ASCEND/GEMINI)

“The QIDS-SR items (with scores from O fo 3) were doubled for equal weight with the MADRS items (with scores from O to ¢).
MADRS, Montgomery-Asberg Depression Rating Scale; QIDS-SR, Quick Inventory of Depressive Symptomatology, Self-Report.

Study design
= This was a pooled post hoc analysis of data from two double-blind, randomized, controlled, é6-week trials of AXS-05 in

adult participants (age 18-65 years) with moderate to severe MDD (defined as a score of 225 on the Monfgomery-
Asberg Depression Rating Scale [MADRS] and a score of 24 on the Clinical Global Impressions severity scale [CGI-S])

—  GEMINI (NCT04019704) was a phase 3, placebo-controlled study (modified intent-to-treat population: AXS-05,
n=156; placebo, n=162)"

— ASCEND (NCT03595579) was a phase 2 study that used bupropion as an active control (efficacy population:
AXS-05, n=43; bupropion, n=37)"

— In this analysis, data from the AXS-05 arms were pooled, and the active control and placebo arm were
pooled (control)

Anhedonia subscale

Figure 3. MADRS Anhedonia Subscale Least-Square Mean Difference from Baseline
(A) and Responders (250% Reduction) (B)

Post hoc analyses

Anhedonia symptoms were evaluated using the MADRS Anhedonia subscale (ltems 1, 2, 6, 7, 8) and the Interest-Activity scale
(MADRS ltems 6, 7, 8 and Quick Inventory of Depressive Symptomatology Self Report [QIDS-SR] Items 10, 13, 14) (Figure 2)

Key analyses

Least square mean difference (LSMD) from baseline in the MADRS anhedonia sub score and interest-activity score

Percentage of responders (partficipants achieving 250% reduction) in MADRS anhedonia sub score and Interest-Activity
symptom score

LSMD from control on the MADRS total score at low (1 SD below the mean; less severe impairment) average, and high (1 SD
above the mean; more severe impairment) baseline interest activity scores

Correlation between improvements in the MADRS anhedonia subscale and SDS (Sheehan Disability Scale; GEMINI only)

Interest-activity symptom score

Figure 4. Interest-Activity Symptom Score Least-Square Mean Difference from Baseline
(A) and Responders (250% Reduction) (B)
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scores over the 6-week treatment period with AXS-05 (Table 2)

Safety

=  The most commonly reported adverse reactions (25% and twice the rate of placebo) with AXS-05 were dizziness,
headache, diarrhea, somnolence, dry mouth, sexual dysfunction, and hyperhidrosis

*P<.05;**P<.01; ***P<.001.

= At week 1, AXS-05 significantly improved MADRS total score from baseline in patients with average interest-activity score (P=.002), and high interest-activity score (ie, more severe; P<.001) and maintained through Week 6 (Figure 5)

= Significant improvements for participants with low Interest-Activity score freated with AXS-05 were observed starting at Week 3 (P=.025) and were maintained through Week 6



