Efficacy and Safety of Esmethadone (REL-1017) in Patients With Major Depressive Disorder and
Inadequate Response to Standard Antidepressants: A Phase 3 Randomized Placebo-Controlled Trial
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INTRODUCTION RESULTS

° Qpproximat(ejly 5%% t((I)\/I %OS/; ((j)f patient;ts with ma(ljjor 0. 0- Table 2. Treatment-emergent adverse events (TEAEs), safety set (N=227).
epressive disorder o not obtain an adequate
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response following their first antidepressant treatment’ 3- 3- _ P'Lac191|20 25 mg A"Npaztlze7nt8
» Severe depression, defined as a Montgomery-Asberg . 5 . Variable (N=114) (N=113) (N=227)
Depression Rating Scale (MADRS) total score 235, may X M X N Yo N N
negative|y impact functional OutcomeSZ E 9 % o Patients With >1 TEAE” 61 53.5 55 48.7 116 51.1
« Antidepressant tolerance/tachyphylaxis (AT), defined as - - Pat!ents W!th = tre?tment'related TEAE 28 2461 50 265 o8 256
initial response to antidepressant treatment followed by g -12- $-121 Patients with 21 serlous freatment-related TEAE 0 0 | 0 0 0
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treatment _18_5 cline  Day4  Day7 Day 14 Day 21 Day 28 -18_8 cline  Day4  Day7 Day 14 Day 21 Day 28 Headache 0 S L
. aseline a a a da a aseiline a a a a a
 Esmethadone (REL-1017) has demonstrated promise as a (Visit 2) (Visﬁ 3) (Visi}f( 4) (Vi%/it_s) (Visyit 6) (Visyit 7) (Visit 2) (Vis?ft 3) (Vis?ft 4) (Visyit 5) (Visyit 6) (Visyit 7y COVID-19 10 8.8 6 5.3 16 7.0
safe and well-tolerated oral, once-daily, uncompetitive N- Visit Visit Upper respiratory tract infection 6 5.3 8 7.1 14 6.2
methyl-D-aSpartate receptOr (NMDAR) antagOniSt with Treatment Group: Placebo (N=114) REL-1017 (25 mg) (N=113) Treatment Group: Placebo (N=97) REL-1017 (25 mg) (N=101) Ntausea 5 4 4 8 7 1 13 57
potential efficacy as adjunctive treatment of MDD*® Figure 1. MADRS total score change from baseline, ITT Figure 2. MADRS total score change from baseline, PP DIEITE 7 61 o 44 | 12 53
(N=227). At Day 28, the MD between REL-1017 (N=113) and (N=198). At Day 28, the MD between REL-1017 (N=101) and Eon:tipation ro et s 271 10 44

N

“ placebo (N=114) was 2.3 (P=0.1537; effect size=0.21). placebo (N=97) was 3.1 (P=0.0510; effect size=0.29). Dizziness 1.8 I 6.2 9 4.0
*TEAE is defined as an adverse event that starts or worsens at any time after initiation of study drug.

* To evaluate the efficacy, safety, and tolerability of REL-
1017 as an adjunctive treatment in patients with MDD, in a
subgroup with AT (independently assessed at screening,
prior to randomization), and in a subgroup with severe
depression

« Adverse events (AEs) were primarily mild or moderate and transient
* There were no treatment-related serious AEs

Table 3. Baseline demographic
characteristics, safety set (N=227).
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* A Phase 3, double-blind, randomized, placebo-controlled a0l | | | | = - - 1 With Major Depressive Disorder”). mean (SD) (3.035)
trial of oral once-daily adjunctive REL-1017 was Baseline  Day4 — Day7 Day 14 Day 21 Day 28 Baseline Day4  Day7 Day 14 Day 21 Day 28 Sex
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Visit Visit :
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. Patlent§ were 18 to 65 years old gnd randomly assigned females (N=146). At Day 28, the MD between REL-1017 (N=74) years of age (N=88). At Day 28, the MD between REL-1017 - Eighteen (12 placebo and 6 REL- Black/African American 30 (13.2)
tﬁ reczeéve F;('jEL-1tg17 (7ft5 n;rg Ioeludln% dc]zseZOSndDay 1 and and placebo (N=72) was 3.8 (P=0.0417; effect size=0.36). (N=46) and placebo (N=42) was 6.3 (P=0.0043; effect size=0.64). 1007 6 mek corpleie resime White 175 (77.1)
en mg/day thereartier) or placebo 10r ays o Ten (4 p|aceb0 and 6 REL-']O']?) Multiracial 6 (2.6)
 During screening and prior to randomization, patients’ prior 0 0 experienced major protocol Other 3 (1.3)
antidepressant treatment response followed by relapse 2 - deviations Ethnicity
(AT) was independently assessed by clinicians from the 4 - 4 > One patient (placebo) did not ARl e LAHNS 52 (22.9)
Massachusetts General Hospital Clinical Trials Network 6 - complete treatment and Not Hispanic or Latino 164 (72.2)
and Institute (MGH CTNI) using the MGH Antidepressant 5 8] 5 7 T experienced a major protocol Not reported 9 (4.0)
Treatment Response Questionnaire (ATRQ)’ 8 10 3 -4 deviation AN 2(0.9)
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* The primary efficacy endpoint was the absolute change 16 1 . : ) : :
from baseline to Day 28 in the MADRS total score 18 - L 20 - —1 ;?:szfef:;?izl :fPRaEnI;I:/Z:Z (‘:‘;a; ::rr:;ilgrt?g)I,Tr'rl"c;r:afI;\slzable in the
-20 - 4
Data Analysis: ” - — Alth . . .
- I I I I I I : I I I I I | o ough discrepancies in outcomes between ITT and PP populations are
» Prespecified populations for efficacy analyses included: e oy ot ay 14 oay 21 oayzs Baseline  Day4  Day7 Day 14 Day 21 Day 28 tvpi b it 10 adharones 8 I s study. o
- (Visit2) (Visit3) (Visit4) (Visit 5) (Visit 6) (Visit 7) (Visit2) (Visit3) (Visit4) (Visit 5) (Visit 6) (Visit 7) ypically related to adherence,® in this study, differences were not the result of
o Intent-to-treat (ITT) population: all randomized patients, Visit Visit tolerability and safety adverse events affecting treatment compliance
irrespective of protocol deviations (PDs) or Treatment group: Placebo (N=36) REL-1017 (25 mg) (N=43) Treatment group: Placebo (N=53) REL-1017 (25 mg) (N=45) o “Professional patients” who do not have MDD® may especially flatten the
discontinuation Figure 5. MADRS total score change from baseline, PP AT Figure 6. MADRS total score change from baseline, PP response to a potential antidepressant with no detectable psychoactive effects.
) L (N=79). At Day 28, the MD between REL-1017 (N=43) and MADRS 235 (N=98). At Day 28, the MD between REL-1017 We hypothesize that the ITT population may have contained a higher proportion
E;;&Ztnotcx:tﬁpfg Eq‘;‘.’c‘)‘:a;'gg'i&atfc?if Wer}?ic‘;ocmp'eted placebo (N=36) was 6.1 (P=0.0101: effect size=0.62). (N=45) and placebo (N=53) was 7.9 (P=0.0015; effect size=0.68). S anslessional pearie” G peliens wilh iEnsien rEeeie depression
assessments : P J y (perhaps related to COVID-19 pandemic stress) who were poorly motivated to
_ _ Table 1. MADRS total score change from baseline at Day 28. complete treatment and assessments
* In this ,StUdy’ the ITT population was the S?me as the fu” MADRS total score change from ITT PP PP females PP 250 years of age PP AT PP MADRS 235 - The more favorable prespecified efficacy outcomes observed in females and in
analysis set (FAS) and the safety set (SS); all randomized PSRN, PVPT (N=227) (N=198) (N=146) (N=88) (N=79) (N=98) subjects 250 years of age could suggest heightened REL-1017 effectiveness in
patients also received at least 1 dose of study drug Placebo mean (SD) 12.9 (10.4) 12.5 (9.9) 13.1 (9.7) 10.3 (8.5) 11.4 (9.0) 11.3 (10.1) thgse po.pulations. Alternativgly, these subgroups may have reduce_d likelihood
* Prespecified subgroup analyses were performed in REL-1017 mean (SD) 15.1 (11.3) 15.6 (11.2) 16.9 (11.3) 16.5 (10.8) 17.5 (10.4) 19.2 (13.0) of including “professional patients”; professional patients are more likely to be
females and in patients 250 years of age REL-1017 vs placebo MD (SD) 2.3 (10.9) 3.1 (10.6) 3.8 (10.6) 6.3 (9.7) 6.1 (9.8) 7.9 (11.6) younger males™
- Additional post hoc analyses were performed in: P value 0.1537 0.0510 0.0417 0.0043 0.0101 0.0015 * Favorable outcomes were observed in post hoc analyses of PP AT and
Effect size 0.21 0.29 0.36 0.64 0.62 0.68 MADRS 235 subgroups

- PP AT subgroup: patients with AT from the PP population

o PP MADRS =35 subgroup: patients with a MADRS total * In the ITT population, there was a trend toward significance for the primary endpoint (P=0.1537)
score 235 at baseline, which was categorized as severe * |[n the PP population, the MD between REL-1017 and placebo in MADRS total score change from baseline at Day 28 was 3.1

o The MDD history in the AT subgroup may have been better substantiated due to
the careful assessment performed by the independent group of specialized

_ _ b MGH CTNI clinicians and the use of the validated MGH ATRQ screening tool.

depression, from the PP population (7=0.0510) The MGH ATRQ selection of AT patients may have aided in screening out

 Data for the primary efficacy endpoint were analyzed ) L/neg;: Sfpaggp(l/ﬂigoond 4p£)espec:|f|ed subgroup analyses showed statistically significant effects in females (~=0.0417) and in patients 250 “professional patients” and patients with transient reactive depression, leading to

using mean difierence (MD) in MADRS total score * In the PP AT subgroup, there was a statistically significant MD of 6.1 (P=0.0101) for REL-1017 vs placebo in MADRS total score a lower proportlorw S S PRSI s AT SUlbION _
change from baseline at Day 28 - The favorable efficacy outcomes observed in the AT subgroup also raise the
- In the PP MADRS 235 subgroup, there was a statistically significant MD of 7.9 (P=0.0015) for REL-1017 vs placebo in MADRS total interesting hypothesis that REL-1017 may have efficacy toward mitigating
DISCLOSURES score change from baseline at Day 28 antidepressant tolerance, with a mechanism that is potentially mediated via

NMDAR uncompetitive antagonism
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