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To assess the real-world outcomes in adult Results Treatment Use _ .
patients initiating dextromethorphan-bupropion, Figure 1: Last MDD-related Treatment Pre-index
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including improvements over time in anxiety _ - ~, | Table 3: Prior MDD-related Treatment Use Velgaz ;;’7 or 559, 23.0%
symptoms on the GAD-2 scale, improvements Patient Characteristics orior MDD.related 135 (85,25, ° '
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and PHQ-9 scales, and changes in body weight _ o o ScRI T e 50% 2.3% | Citalopram 18.4%
Table 1: Demographic and Clinical Characteristics '
Vortioxetine 37 (17.1%) Fluoxetine
Overall cohort Sertraline 27 (12.4%) - 13.4% 14.7%
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I nt rod uctlo N N =217 Escitalopram 24 (11.1%) S 15% .
Age, years, mean (SD) 42.6 (13.9) e 24 (11.1%) 2 Sertraline
b c 0 _
* Major depressive disorder (MDD) is a chronic condition affecting more than 20% of Age category, years Other 21 (9.7%) 2 10% 3.7%  venlafaxine 9.2% 8.8%
Cc .
adults in the United States (US) during their lifetime!? 18-44 133 (61.3%) NDRI 79 (36.4%) & ’ Vortioxet
: : : : 45-64 67 (30.9% ortioxetine : )
e Challenges in the pharmacological treatment of patients with MDD can . 17((7 g‘y‘;) SNRI | 66 (30.4%) Desvenlafaxine Cariprazine 5.5%
include delayed treatment response and suboptimal clinical outcomes such = USRS 25 (11.5%) 5% - Quetiapine
- - c Qe . & Female 126 (581%) Venlafaxine 23 (106%) Bupropion
as residual anhedonia and anxiety symptoms, as well as tolerability issues and _ , , Aripiprazole
: . 56 Race Duloxetine 22 (10.1%) Escitalopram [ESEVZI Duloxetine
adverse effects such as weight gain : _ i Brexpiorazole
_ or s White 208 (95.9%) Antipsychotics 69 (31.8%) 0% Pipraz
Dextromethorphan-bupropion (45 mg/105 mg) (Auvehty_ ) is an oral ' Patients with depressive disorders 196 (90.3%) Aripipdrazole 33 (15.2%) SSRI SNRI NDRI Antipsychotic Esketamine Other ° Combination ° No previous
N-methyl-d—aspct:\rtate (N I\/I'DA) receptor antagonist and sigma-1 agonlst that has Sl 6l dE it Other 46 (21.2%) - therapy treatment
been approved N the US since 2022 for the treatment Of adUItS Wlth MDD7 PHQ'g score, mean (SD) 11 5 (6 1) SARIe 41 (189%) l_gi:\z/ll'?r]Dc_ILZIZZegAtI;EaTt(TA?r}tel(r;;\mbecdc;?ntf)ll\r/]:trll?r::ﬁ;:::;mcludes the use of 21 MDD-related medication. Patients who did not receive MDD-related treatment pre-index.
’ ° ° MDD, major depressive disorder; NDRI, norepinephrine-dopamine reuptake inhibitor; SARI, serotonin antagonist reuptake inhibitor; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant; TeCA, tetracyclic antidepressant.
e The aim of this study was to examine real-world patient-reported and clinician-rated PHQ-9 category Ketamine' 17 (7.8%) _ S _ _ _ _ _ o .
outcomes in patients initiating dextromethorphan-bupropion treatment in the US S Neyfmilliing dapressios 21 (11.2%) TeCA® 12 (5.5%) * Most patler:\ts (85.3%) iad uhsEd otheSer\Ig:Z)D-relc:Iauted treatmentﬁ befo(;e initiating dextrl?me;c]hkc))rphanI;IIc[))uRp;roplo7n9, ;rl/c:lu?mg selectlvedserotonmhreuptakgingol/bltors (SSRIs), serotonin-
h norepinephrine reuptake inhibitors s), and/or norepinephrine-dopamine reuptake inhibitors s) in 79.7% of patients, and antipsychotics in 31.
5-9: Mild depression 58 (30.9%) TCA 8 (3.7%) pinep P ( ), and/ pinep P P ( ) °otP ’ Py °
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TG [Vleskrm deprassion 50 (26.6%) anqji?;eﬁ%ﬁgxgr;E)e?r;?naast%%ﬁ;;tﬁéz?tzz%;t;?ﬁ;zé%;g}effusvgt;afr;vifn';fl;t;gzi-ﬁ_ne,cBypropion,dQueﬂapme, brexpiprazole, cariprazine, The last MDD-related treatment before dextromethorphan-bupropion initiation was most commonly an SSRI (23.0%), combination therapy (18.4%), SNRI (13.4%), or NDRI (9.2%)
M ethods 15—19. Moderately severe depreSS|On 37 (19_7%) K/I?DnDz,a.rF:Qje(:;r.dfreijzr?es(sji:%;di.ssoE{:rT:\rl‘IzFS{I, nltr)t'?ezpaiglenpeﬁrins-ré:g;yrr:?:é L::S%E;;rmit%?g;Ig:’R:fiséft:?inTSntagoniséreuptake i?hibitc?;; SNRI, serotonin- * DeXtromethorphan-buprOpiOn Wwas Initiated as monOthera py in 71.9% Of patientS
norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant; TeCA, tetracyclic antidepressant.
20-27: Severe depression 22 (11.7%) \. J
Patient characteristics measured prior to or at index. Data are n (%) unless otherwise stated. m \ m \
aEvaluated in 188 (86.6%) patients with completed PHQ-9.
Study Design PHQ-9, Patient Health Questionnaire-9; SD, standard deviation.
« Adults who initiated dextromethorphan-bupropion (first prescription = index date) * Among 217 patients initiating dextromethorphan-bupropion, Fi . . . Figure 3A: Change in PHQ-9 Total Score Over Time Figure 3B: Change in Interest or Pleasure (Anhedonia) Over Time
: . _ , o igure 2: Change in GAD-2 Total Score Over Time
were identified using electronic health record (EHR) data collected from the the mean age was 42.6 years, 58.1% were female, and almost = Baseline Follow-u _ '
Rochester Center for Behavioral Medicine (RCBM) — an outpatient behavioral all (95.9%) were White 50 P 60 W Baseline W Follow-up 2.0 1 0.33% W Baseline & Follow-up
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health clinic in Michigan — between August 2022 and March 2025 « 58.0% of patients had moderate-to-severe depressive symptoms . {028 J, 0.88 I 4 2.27* ) v J 0.16 J 0.47* J 0.48
* Included patients were required to have valid baseline data for >1 clinical outcome h PHO-9 baseli 11 S 4.0 ) A \l/ 0.74* * g ' ‘l’ﬁo'ss ¥ 2.97  3.27* § s 1.67
of Generalized Anxiety Disorder 2-item (GAD-2), Clinical Global Impression— e mean PHQ-9 score at baseline was 11.5 @ 0 3.90 — J 0.89 9 12.0 12.90 - ' 1.57
Improvement (CGl-1), Patient Health Questionnaire-9 (PHQ-9), g ' — T 10.0 11.20 063 R 5 1.40 135
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* Patient demographics, other medical conditions, and MDD-related medication use Overall cohort S o s 0-5
prior to or at index N =217 1.0 2 20
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e OQOutcomes of GAD-2, CGI-I, PHQ-9, PHQ-9 item 1 (“little interest or pleasure in ent_a Z? t ddlsorders ) 2( 00 (ZA’) 0.0 0.0
doing things” [anhedonia]), and body weight over follow-up Anxiety disorders 2B 5%) 0.0 Week 1 Week 2 Week 6 Month 3 Week 1 Week 2 Week 6 Month 3
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(Week 1, Week 2, Week 6, and Month 3) ADHD 172 (79.3%) Week 1 Week 2 Week 6 Month 3 n=50 n =49 n =89 n=71 n=>50 n =49 n =89 n=71
Analysis Eatlng dlsorders 33 (15'2%) n= 50 n= 49 n= 90 n= 71 *P < 0.05. Pairwise comparison between each follow-up timepoint and the corresponding baseline for that timepoint. *P < 0.05. Pairwise comparison between each follow-up timepoint and the corresponding baseline for that
. . . - . . B|p0|ar dlsorder 32 (14'7%) :;‘B-OéOg_eEzirr:l/iizs:dcznmxl?strisgir;gf;::ﬁe;?t:;ch follow-up timepoint and the corresponding baseline for that timepoint. PHQ-9, Patient Health Questionnaire-9. EIT(;!J;i;;.t:;:?;IQeLtletz}r?Q:lue;\/si:gi;?ira:ag_;f.:ementwith the statement of “little interest or pleasure in doing things”.
* Descriptive statistics were reported as means and standard deviations for Post-traumatic stress disorder 25 (11.5%) ’ ! |
continuous variables and as frequencies and percentages for categorical variables , L, * Improvements in the GAD-2 total score were significant (P < 0.05) at Week 2, Week 6, . N
. o : Sleep disorders 111 (51.2%) d Month 3 * Improvements in the PHQ-9 total score and the PHQ-9 Item 1 score were significant (P < 0.05) at Week 2, Week 6, and Month 3
« Outcomes were evaluated over time; pairwise comparisons were Insomnia 92 (42.4%) . and Mont JAN )
made between baseline and each follow-up timepoint .
Sleep apnea 24 (11.1%) ] )
* Analyzed patients were required to have continuous dextromethorphan- Metabolic disorders 72 (33.2%) CGl-1=3 Body Weight
bupropion treatment (< 60-day gap permitted) from initiation through each Obesity 23 (10.6%)
respective timepoint Diabetes/prediabetes 16 (7.4%) . D/Iost pgtients acf’l’ieve”d (;G'I-I scores <3 (”v’(’ery much imprpved,”  Body weight remained stable over time, with
» Statistical significance (P < 0.05) was determined using the Wilcoxon Hyperlipidemia 15 (6.9%) much improved,” or “minimally improved”) at all timepoints, mean changes of -1.83 lbs at Week 1, +3.23 lbs at In this real-world, retrospective EHR analysis of adults in the US initiating dextromethorphan-
signed-rank test, paired t-test, McNemar’s test, or McNemar—Bowker test, as Hypothyroidism 14 (6.5%) with improvement rates increasing from Week 1 (72.7%) through Week 2, +O.63 lbs at Wee.k 6, and +0.07 lbs at bupropion, most patients had moderate-to-severe depressive symptoms
appropriate iy loskeletal/pain disord o Week 2 (78.0%), Week 6 (82.5%), and Month 3 (83.9%) Month 3 relative to baseline
b sl el (25.8%) \ J \ b - The majority of patients also had documented anxiety and/or ADHD, and most had prior MDD
Migraine/chronic headache 33 (15.2%) ~N treatment exposure
Cardiovascular diseases 41 (18.9%
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