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I Introduction I Trial Objective I Efficacy Results
Change in MADRS Total Score over Time Clinician-Reported Global Improvement over Time
=  Major depressive disorder (MDD) is a serious illness: MDD is a chronic, disabling, prevalent, = The objective of the COMET-TRD ftrial was to evaluate the long-term efficacy of open-label
and life-threatening, biologically-based disorder, and a leading cause of suicide2 AXS-05 treatment in patients with treatment resistant depression (TRD) Proportion of Patients with Moderate or Marked Improvement
= MDD is difficult to treat: 63% of MDD patients experience an inadequate response to o AXS-05
current first-line oral antidepressants (STAR*D trial results), and the majority of these patients Trial Desian £ 2 = AXS-05 tfreatment was 100%
also fail second-line tfreatment (69%)3 9 “é associated with a mean AXS-05 86%
= Need for mechanistically novel approaches: Currently approved oral antidepressants act o . O -6 reduction from baseline in © 80% 78% 74% 79%
clinically meaningful response (up 1o 6-8 weeks)3 and adverse events that can impact Depression Treatment) Phase 3, open-label trial (N=876) that evaluated the long-term efficacy © £ -10 | 10.4 points at Week 1, 14.7 o)
= There is therefore an urgent need for: Mechanistically-novel, effective, well-tolerated and * The COMET study enrolled both subjects completing a prior AXS-05 study as well as newly 0 é -14 I points arvee O 49%
rapidly-acting antidepressants that can provide sustained clinical benefité enrolled subjects =0 T = Mean MADRS total score o
= COMET-TRD evaluated those patients with ongoing depressive symptoms despite treatment %‘i 18 L reduction from baseline £ 40%
with 2 or more antidepressants (ADTs) in the current depressive episode < I after 6 and 12 months of o) 25
SUbi : : : : 5 -22 TN T T tfreatment was 22.9 points = °
. jects were treated with AXS-05 (45 mg dextromethorphan-105 mg bupropion) twice daily for O i ! | and 26.3 points, respectively 0 0%
AXS-05: A Novel, Oral NMDA Receptor Antagonist with up to 12 months Z | '
Multimodal Activity
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Key inclusion criteria: Key exclusion criteria: Month ’ 4 4 4 4
=  Male or female 18-65 years of age = History of ECT, vagus nerve stimulafion, ®®,(_ ®®,(_ ®®{_ ®®{_ @o,)% @Of)’/‘j @o,)%
. o . : TMS or experimental CNS freatment Vs o} v o
NMDA Receptor Modulation of = DSM-5 criteria for current MDD without psychotic : ) e ¢ e . <L o c
Antagonism Dextromethorphan Delivery features at Enrollment Baseline ?Ag:}%;he current episode or within 6 CEE?(;;C:L‘R?;?::;? :;V’:;;Ige
= MADRS total score of > 25 . - _ =507 Imp ) Functional Response (SDS £12) over Time
. o = Schizophrenia, bipolar disorder,
No*[Co?* AXS-05 = Use Of§ or more prior A(?T(S) Y"'TT'” the ?Lfrrer:xs obsessive compulsive disorder 807
4 major depressive episode, prior to receivin - L o
4 s { 05 J P P P o = Psychiatric symptoms secondary to any o 80% /8% 76% 707 8 AX5-05 72% 4% 70%
NMDA b 5 other general medical condition 2 709 AXS-05 67% ° > 70% 64%
receptor —— - S 2 ° = ©
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o axe ooanil g : g Efficacy Outcome Measures: % %60% . P g 60% 537 54%
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j'%‘(‘ (f‘ﬁ)“’y” I @0 i - Montgomery—-Asberg Depression Rating Scale (MADRS) 5 % 50% s 2 3 50%
cen " 1 A AT = / o Clinical Response (= 50% reduction in MADRS total score) o O RONY()
membrane e o o o € 40% O 40% | 3/%
| me o Clinical Remission (< 10 on the MADRS total score) o= e
S dextromethorphan- o . o O 30% D c
bupropion = Clinical Global Impression of Improvement (CGI-) % O | 219 8 0 30%
modulated delivery tablet = Sheehan Disability Scale (SDS) % '0_3 20% 8) % 20%
o Clinical Response in Functioning (£ 12 on the SDS total score) o G 10% % - 10%
< O °
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Abbreviations: DI = dextremetnorphan: MDA = N-metyib-aspartate _ Clinical Remission over Time = The Sheehan Disability Scale (SDS) is a patient-rated scale that assesses functioning in
Age, mean (range) 43.8 (18 - 69) (MADRS £10) work/school, social life, and family life/home responsibility
Female sex, n (%) 51 (72.9%) 70%
AXS-05 is a novel, oral, investigational NMDA receptor antagonist with multimodal activity:'” BMI, mean (SD) 31.4 (7.50) AXS-05 62% CO"CIUS'O“S
Race, n (%) 2 607 53% 54%
= The dext thorph t of AXS-05i t ist of the NMDA tor, . Q< . . . . i
onei One ;(Trrggf glifrgrr? c?T g ?er?:gg?;n Oi dq ii gfngﬂrls Q eg%)rngggmsf receptor White 44( 62.9%) 2.2 50% 44 = AXS-05 (dextromethorphan-bupropion) is a novel, oral, investigational NMDA receptor
= These actions modulate glutamatergic neurotransmission Black 21 ( 30.0%) = ° antagonist with multimodal activity, representing a mechanistically novel approach for
= The bupropion component of AXS-05 serves primarily to increase the bioavailability of Prior ADTs, mean (SD) 2.8 (1.29) 5 & 40% the treatment of MDD
dextromethorphan, and is a norepinephrine and dopamine reuptake inhibitor’ MADRS total score, mean (SD) 33.1 (4.10) :3')7 2 309 28% = The COMET-TRD substudy evaluated the efficacy and safety of long-term, open-label
= > ° - ° ° ° o °
SDS total score, mean (SD) 19.0 (6.49) = g 199 treatment with AXS-05 in patients with tfreatment resistant depression
0 G 20% | 144 = Treatment with AXS-05 resulted in rapid and substantial improvements in depressive
BMI = body mass index; ADT=Antidepressant Treatment; MADRS = o < ° . . . P P P
Montgomery-Asberg Depression Rating Scale; SD = standard deviation; SDS = o 10% symptoms and fUI‘ICfIOI‘IIng, which were durable over 12 months
Sheehan Disability Scal ° . . . .
f ST R e = Rates of clinical response and remission on the MADRS, and functional response on the
References 0% SDS were substantial
o ) o e e Mo i R S o St Sasspum Yo, R, Ry, &, b, b, T, * AXS-05 was generally safe and well-tolerated in this trial. The most commonly reported
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