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Jeffrey R. Strawn?!, Graham M.L. Eglit?, Shawn Alter?, Courtney Zeni?, Caroline Streicher?, Roger Mclntyre3

lUniversity of Cincinnati, College of Medicine, Cincinnati, OH, USA; 2Axsome Therapeutics, Inc., New York, NY, USA; 3University of Toronto, Toronto, ON, Canada.

)[ cotiandrar )
. . . CGl-l and PGI-I
. I Evaluate the antidepressant efficacy of dextromethorphan-bupropion Results “
ObjECtlve : tici t ith ior d ive di d d . dist N _ _ o Figure 7: Percentage of Participants with Anxious Distress Showing Improvement
IN Participants with major aepressive aisoraer and anxious aistress. GEMINI: Participants with Anxious Distress Fls.gure 4: .SDS Cl)ange from Baseline Among Participants on the CGI-1 and PGI-lI Over Time?
with Anxious Distress
A B
. o . [ . [ . [ [ [ a *
Figure 1: Participants in GEMINI meeting proxy criteria for Anxious Distress 0 60% - e — 0%
[ ] (7] (7]
Introduction 2 g sou | T R [P
. . . . . : : . . . : o6 . 1.5 68.5% e Over two thirds of g :g 40% - 37.4% :g 40% - 37.4% 38.3% 39.1%
Anxiety is a highly prevalent feature of major depressive disorder (MDD), with anxious distress reported in 45-78% of people with MDD e With Ansious oarticipants in GEMINI met Se o4 5 33,39 33.3% 5
« The DSM-5-TR ‘with anxious distress’ specifier requires >2 of 5 symptoms during a depressive episode®: A)?:?oso(i\n;lls)) Distress proxy criteria for MDD with £ . Improvements in self-reported 5 30% )2 55 5 0% 1 26.1% 24.5% | 26-5%
°  Feeling keyed up or tense anxious distress o @ 6 functional impairment, as 8 20% - 15.7% 8 20% - 17.6% 5
Feeling unusually restless 31.5% o g * d by the Sh ’h t ’ € 13.0% 14.7%
° .27/0 (] o, ()]
*  Difficult trating due t Without w8 - meaburec oy the sheehan : £ 0% | M 5 19% 7 Moy
IThcuily concentraling due to worry ithou ) . Disability Scale, were greater with o o 9%
. Fear.that somethm-g awful may happen Armous € c s AXS-05 versus placebo among 0% - 0% -
*  Feeling that one might lose control Distress Placebo (n = 59) § S 10 A 4 participants with anxious distress 6 1 2 6
* The presence of anxiety symptoms in MDD is associated with a decreased likelihood of response to antidepressant treatment (ADT)??> CBE U (= 2 a3 5 - Weeks from Baselme Placebo (n = 102) Weeks f’°m Base"“e
- 7 Placebo (n =102)
* Dextromethorphan-bupropion (45mg/105mg) (AXS-05; Auvelity®) is an NMDA receptor antagonist, sigma-1 receptor agonist, and B0 Axs.05 (n-115) @ axs05 (n=115)
CYP2D6 inhibitor approved for the treatment of MDD in adults’~ o . - o -14 ; ; ; ; ; ;
One placebo-reated partiinant with missing QIS baseline cata was evcluded from the ammious distess analysen, o Fonoielne effcacy sssessment. 0 1 2 3 4 5 6 - : : : :
) Given the impact Of anxious d'stress on response to ADTS’ this post-hoc analysis was Conducted to examine the ant]depressa nt efficacy \ AXS-SS,dextromethofphan-Fl)Jupropion; MDDg, major depressive disorder. Y )y Weeks from Baseline ® A greater percentage Of part|C|pantS W|th anxious dIStreSS treated W|th AXS‘OS reported MUCh
of dextromethorphan-bupropion in participants with MDD and anxious distress Improved or Very Much Improved on the CGI-I (Fig. 7A) and PGI-I (Fig. 7B) compared with placebo
;I;(;—glsc,)z’ezi;%t%zr;;:;f\—sbggr%{;ig;w\?allg,elsezﬁ:;)L:zirr;i!.SDS,Sheehan Disability Scale; SE, standard error. over the majority Of the StUdy duration
ADT, antidepressant treatment; BUP, bupropion; CYP2D6, cytochrome P450 2D6; DM, dextromethorphan; DM-BUP, dextromethorphan-bupropion; DSM-5-TR, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition — Text Revision; MDD, major depressive disorder; NMDA, N-methyl-D-aspartate. MADRS TOtaI Score \ ) P < 0.05. **P < 0.01 ***P <0.001: P-values are nominal
\ aPartic.ipa'nts in th.e t(;p two cat.egor’ies of the CGI-l and Pél—l; Much Improved and Very Much Improved.
CGI S k CGl-l, Clinical Global Impressions—Improvement scale; AXS-05, dextromethorphan-bupropion; LS, least squares; PGI-I, Patient Global Impressions—Improvement scale; SE, standard error. )
Figure 2: MADRS Total Score Change from Baseline Over Time
I . IEthOdS g g Figure 5: CGI-S Change from Baseline Among Participants Safety A
| N . N . Participants with Anxious Distress Participants without Anxious Distress with Anxious Distress . '
» GEMINI Phase 3 study assessed efficacy, tolerability, and safety of AXS-05 vs placebo in participants with moderate to severe MDD>/1° Total Anxious Distress
* Patients with anxiety were not excluded if anxiety had not been the primary focus of clinical attention during the 6 months prior to screening 2 g 0 Table 1: Safety and Tolerability Placebo Placebo
A n — a — b
. 3 g 2 e (n=164) (n=103)
o o o
- brd = & « . . .
i int: © * Among participants with anxious Any Treatment-Emergent Adverse Event 100 (61.7% 74 (45.1% 71 (59.7% 46 (44.7%
N =327 Double-blind Dosing Period (6 weeks) Primary endpoint: 2 & & o o : gp Y . y 8 ( 0) ( 0) ( 6) ( A3)
Screening Period 11 Daily x 3 days, then BID Change from baseline 9,—_ g <D: g g % 1 - . d|§tress, AXS—.OS was assou'ated 2 | Diyginess 26 (16.0%) 10 (6.1%) 20 (16.8%) 5 (4.9%)
. o o . . .0/0 .J7/0
L _ in MADRS total score E v E b O with grgater |mpr0\{ement n g
Patients with a confirmed diagnosis | a@ndomization AXS-05 (n = 163) compared to placebo B & o ¥ o e overallillness severity, as S | Nausea 21 (13.0%) | 14(8.5%) | 17 (14.3%) 9 (8.7%)
of moderate or severe MDD Placebo (n = 164) 2t Week 6 c & c 8 c S measurgd by the Fllnlcal Global t
acebo (n = § o Placebo (n - 102) % o Placebo (n = 59) o 9 - 4 Impression-Severity, compared 2  Headache 13 (8.0%) 6 (3.7%) 9 (7.6%) 4 (3.9%)
\ b > @ AXs-05 (n = 115) n @ AXS-05 (n = 41) 2 e with placebo across the 6-week e [
= . . . —~ : - - 32 study period & | Diarrhea 11 (6.8%) 5 (3.0%) 6 (5.0%) 4 (3.9%)
Inclusion criteria included: Exclusion criteria included: 0 1 2 3 ! 2 c
v Adul o _ . . Weeks from Baseline < i Placebo (n = 102) 5 Somnolence 11 (6.8%) 5 (3.0%) 8 (6.7%) 5 (4.9%)
ults 18-65 ® TRD, panic disorder, or a primary anxiety disorder ' Weeks from Baseline <
v DSM-5 criteria for current MDD w/o psychotic features  ® History of seizure disorder @ Axs-05 (n=115) i | Dry mouth 9 (5.6%) 4 (2.4%) 6 (5.0%) 2 (1.9%)
\/ > H 1~1 ° ici i i i - i i -3 T T T T T T
MADRS total score of 225 ® Risk of sy|C|de . o Among participants with anxious c!lstress, AXS-05 produced greater reductions in MADRS total : j ; : . : : Anxiety 7 (4.3%) 2 (1.2%) 3 (2.5%) 0
® Concomitant psychotropic medications score versus placebo at all timepoints (all P < 0.001)
N ) Weeks from Baseline
P <(0.05, **P < 0.01, ***P < 0.001; P-values are nominal. P <005, %P < 001 ***P < 0,001, P-valucs are nomina. e Across participants, the most commonly reported AEs were dizziness, nausea, and headache
AXS-05, dextromethorphan-bupropion; LS, least squares; MADRS, Montgomery-Asberg Depression Rating Scale; SE, standard error. CGI-S, Clinical Global Impressions-Severity; AXS-05, dextromethorphan-bupropion; LS, least squares; SE, standard error. ° ; ; ; ; 0, 0
. . . . . : . . . . . . . \_ Yy, Rates of discontinuation due to AEs were low in both groups, 6.2% for AXS-05 and 0.6% for placebo
Ez;rl\t/lchSp_?_Et{swvi\fcir(;:)?i'i)eljg:;lizsigeE:’sstpfgzci:f?esrW/th anxious distress or without anxious distress using a proxy definition aligned with the < + Discontinuations due to anxiety were low (1.9% vs 0%)
9 a a 9 9 g MADRS Response and RemiSSion Q-LES-Q-SF aSafety population; all subjects who received study drug.
e Continuous outcomes were analyzed using mixed models for repeated measures and categorical outcomes via chi-square tests; P-values sSafety popultion + categorized a5 Anious Distress.
are nom|na| KAE,adverse event; AXS-05, dextromethorphan-bupropion; TEAEs, treatment emergent adverse events. )
Figure 3: MADRS Response and Remission Among Participants with Anxious Distress Figure 6: Q-LES-Q-SF Change from Baseline Among Participants
with Anxious Distress
. . . . . . A — B
With Anxious Distress was defined as meeting two or more of the following three thresholds: —
50% - —_ 50% - 0
0 43.5% 4]
N ) c 40.0% = i
© O o/ % c < o/ A . . . . . .
. (47 ’Ab) g2 0% 4 2.2 0% . ° . « AXS-05 demonstrated robust antidepressant efficacy in participants with
\J . e las Ay ' 52 30% . & E 3090 3 MDD and anxious distress, showing improvements in MADRS severity,
Concentration Difficulties ~ ag 77 2.3% 65% o g 0% e 25.2% 2 o . . A >
T 5 w 22.5% 5 20.0% £ Among participants with anxious response, and remission compared to placebo
MADRS Concentration Difficulties score 23 Inner Tension Restlesshess &S 20% - 165% 18.6% %< 20% - 15.7% 5 & distress, AXS-05 was associated
AND MADRS Inner Tension score >3 QIDS Restlessness score 32 22 12.7% g £ 10.8% & 2 " with greater improvements in « Clinician-rated global impressions and patient-reported outcomes also
2 2 o © o . o G o/ . } ] : : : : : . . . . . . .
QIDS Concentration Difficulties score 22 S < 10% 6.9% < 10% o N... B 38 quality of life and life satisfaction, showed improvements in participants with anxious distress
. )& ) 2 o 1.7% 17% 1.0% = "g',o * as measured by the Quality of Life
0% - } 0% == 2 20 | % Enjoyment and Satisfaction - AXS-05 was generally well-tolerated, with low rates of anxiety-related
i - 1 H —_ . . . . o
§o g)uri;t;fggi'vfitehi'?:cr;tfgggéoss discontinuation in the GEMINI trial
AXS—05,dextronmethorphan—bypropic.)n; BID, twice dain;.DSM—S—TR,.Diagnostic ‘:and Statisl:iizalmz;?]u;: ocf)MzntislziijzrdenZS, I;ifr;c]r; Ii::iic')cior?—TextrE:vrirs‘ieonn;rIZIs,iAsD:nS, eoression WeekS from Baseline _ Weeks from Baseline i k% k%
Montgomery-Asberg Depression Rating Scale; MDD, major depressive disorder; QIDS, Quick | tory of Dep Sympt tology; TRD, treat t tant dep . PIacebo(n—lOZ) z') -25 Placebo (n=102) the 6-Week treatment perlOd . Approximately two_thirds Of participants met proxy Criteria for anxious
_ B Axs-05 (n=115) B Axso5 (n=115) . : : : . : : :
— Disclosures P 0 distress, consistent with epidemiologic estimates in MDD
trawn has received researc support from the ational Institutes of Health an an as also receive - 1 1 1 1 1 1
1. Zimmerman, et al. Compr PSVChiat"Y- 20'17?26111_17 material support from Myriad Genetics. He receives royalties from Springer Publishing and Cambridge Th:SEizrsetcu?oiﬁsowerZ:Lndz(rjsbyQXS(;TieeTh::sS:ums’ Inc.Ur;der ° _ ; ; ici H - >EN° H i . . . .
o Sap-y1a  Unherst Prss, honoraia fom the Newrascence Educaion st an erves asan autror for pTovits,  PSYCH CONBI@SS  the drecton oftheathors Sephare s o P of AXS-05 treatment resulted in higher response rates at all visits (Fig. 3A; 250% reduction in 0 ! 2.3 456 - In this post hoc analysis, dextromethorphan-bupropion was associated
4. FavaM,et aI.CanJPsychiatry.'2006;51(13):823—835 and Genomind. He also serves on the S’peakers Bureau fc;rAbeie, éollegium a’nd Myri;d. RMcIntlyre has ’ Elevate support for this poster. MADRS tOta| score, a” P < 0.05) and h|gher remission rates from WEEk 2 Onward (Flg. 3B,' Weeks from Baseline . . . . o o .
2 ZAlrr:]\r:;rcrL\;r;,reAtsg(l).cJ.CDllsr:wIiSS\{?rr;?;Byz.ZZ.OOS;GG(S):603—10 receivgd resear.ch grant support from QIHR/GACD/NationaI Natural Science Foundation of China (NSFC) and June 3-6' 2026 QR Code MADRS total score SlO, a” P < 001) Wlth Improvements In depreSS|VG Sym ptoms among pa rtICIpa ntS Wlth
; ﬁ:;\ilfeelltct@épzs;ﬁ?gignl:];i),]c'h?::;ﬁzeo;gégr;&e)gilcri;1|2§'45 :\:fuhrf\gﬁi?::;::;j{ii?ﬁéﬁ:L/r?r?;::JIlt:gt:ecl‘sefi(:,sI::ic;:;IL;\J/Ir:/ibr:cSI;’:iabr:;ss:é;?:/lr::unbigs(P:??;rjggzeﬁl’l:er:imu:,sbﬁzer, Las Vegas, NV Scan the QR code at the top of this poster or access . 5 M DD and Sym ptoms Of anXiety
9. Tabuteau ,.'| et al. Am J Psychiatry. 2022’;179(7):490_499 Otsuka, Takeda, MindMed, Neurocrine, Neurawell, Supernus, Bausch Health, Axsome, Novo Nordisk, Kris, https://www.axsomecongresshub.com/PsychElevate2026.shtml ° eee *P < 0.05 **P < 0.01, ***P < 0.001: P-values are nominal. *P <0.05, **P < 0.01, ***P < 0.001; P-values are nominal.
10. Hasin, et al. JAMA Psychiatry. 2018 Feb 14;75(4):336-346 Sanofi: Eisai, Intra—CeIIuIa.r, NewBridge Pharmaceuticals, Viatris,.Abbvie, and Atai Life Sciences. S Alter, C Zeni, to view or download a PDF of this poster or access additional info.. AXS-05, d’extrometh()’rphan-bupror;ion; MADRS, Montgomery-Asberg Depression Rating Scale. AXS-05, dextromethorphan-bupropion; LS, least squares; Q-LES-Q-SF, Quality of Life Enjoyment and Satisfaction Questionnaire-Short Form; SE, standard error. K
C Streicher, and GML Eglit are employees of Axsome Therapeutics, Inc. k ) k )




	Slide Number 1

