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Study Design:
* A Phase 3, randomized, double-blind, placebo-controlled trial of oral
once-daily adjunctive REL-1017 was conducted in patients with MDD and

Table 1. MADRS total score change from baseline at Day 28.
MADRS total score change from baseline at Day 28 PPS (N=198) FAS (N=227)

Table 3. Baseline demographic characteristics, safety set (N=227).
Safety set (N=227)

inadequate response to standard antidepressants Placebo mean (SD) 125 (9.9) 12.9(10.4) vemographics N (%)

. Patients were aged 18 to 65 years and experiencing a major depressive - 1017 mean (SD) 19.6 (11.2) 15.1(11.9) Years of age, mean (SD) 43.5 (14.6)
episode despite ongoing treatment with an adequate course of a REL-1017 vs placebo MD (SD) 3-1(10.6) 2.3 (10.9) MADRS total score, mean (SD) 35 (4.8)
standard antidepressant P—value. 0.051 0.1537 Body mass index (kg/m?), mean (SD) 26.026 (3.035)

» Patients were randomly assigned to receive 75 mg REL-1017 (loading Sffect size 0.29 0.21 Sex
dose) or placebo on Day 1, followed by 25 mg REL-1017 or placebo from ' '2¢ePo LS mean (SE) 12.69 (1.1) 13.37 (1.09) Male 58 (25.6)
Day 2 to Day 28 REL-1017 LS mean (SE) 15.63 (1.06) 15.1 (1.05) Female 169 (74.4)

REL-1017 vs placebo least square MD (LSMD) (SE) 2.94 (1.53) 1.74 (1.52) Race

Endpoint Measurements: P-value, MMRM 0.0565 0.2547 Asian 13 (5.7)

« The primary efficacy endpoint was defined as the absolute change from Effect size 0.28 0.16 Black/African American 30 (13.2)
baseline to Day 28 in the Montgomery-Asberg Depression Rating Scale * In the PPS, the MD between REL-1017 and placebo in MADRS total score change from baseline at Day 28 was 3.1 White 175 (77.1)
(MADRS) total score (P=0.051); MMRM application produced consistent results (LSMD=2.94; P=0.0565) Multiracial 6 (2.6)

* One of the key secondary endpoints was response rate, defined as » In the PPS, prespecified subgroup analyses showed statistically significant effects in females (P=0.0417) and in patients Other 3 (1.3)
patients with 250% decrease in MADRS total score compared to baseline =50 years of age (P=0.0043) Ethnicity
at Day 28  In the FAS, there was a trend toward significance for the primary endpoint (P=0.1537) and a statistically significant Hispanic or Latino 52 (22.9)

difference in response rate (P=0.0438) Not Hispanic or Latino 164 (72.2)

Data Analysis: Not reported 9 (4)

The following prespecified analysis sets were included: CONCLUS'ONS Unknown 2(0.9)

» Full analysis set (FAS): all randomized and dosed patients
* Per-protocol set (PPS): patients completing the 28-day treatment without  Efficacy results were more favorable in the PPS analysis compared to the FAS analysis. While discrepancies in REFERENCES
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age) with transient reactive depreSSion (perhaps related to COVID-19 pandemic StreSS) who were less motivated to 3. Shram M, Henningdfield J, Apseloff G, et al. The novel uncompetitive NMDA receptor antagonist esmethadone (REL-1017) has
no meaningful abuse potential in recreational drug users. Transl Psychiatry. Forthcoming 2023.
Complete treatment and assessments 4. Tripepi G, Chesnaye NC, Dekker FW, Zoccali C, Jager KJ. Intention to treat and per protocol analysis in clinical trials.

. . . . . . . . . . Nephrology (Carlton). 2020;25(7):513-517.
Data for the primary endpoint were analyzed using mean difference (MD) in ¢ The more favorable prespecified efficacy outcomes observed in females and in subjects 250 years of age could 5 Devine EG, Waters ME, Putnam M, et al. Concealment and fabrication by experienced research subjects. Clin Trials.

MADRS total score and using a mixed-effect model with repeated measures suggest heightened REL-1017 effectiveness in these populations. Alternatively, these subgroups may have 6. Shiouite T, Bain BE. MoCann DU et al. Mitigating the effects of nonadherence in clinical trals. J Clin Pharmaco
(MMRM) with consideration of repeated assessments of the MADRS total reduced likelihood of including “professional patients”; professional patients are more likely to be younger 2018:009): 11511164,
score and with the independent variables of treatment, visit, the interaction males.> The results of the analyses of REL-1017 in the PPS and in subgroups less likely to include DISCLOSURES
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