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INTRODUCTION Table 1. Items of SDQ Scale and Subscales RESULTS

SDQ Items SDQ-2 SDQ-3 SDQ-4 SDQ-5
| | | | | PY— v ~ e * Atotal of 62 adult male and female patients (18 to 65 years of age) diagnosed with MDD participated in the trial. Treatment

* Major Depressive Disorder (MDD) is the second leading cause of Cizsr:moﬁ By Rl quality Vcep%t:f with REL-1017 resulted in rapid, robust, and sustained efficacy as adjunctive treatment in MDD with favorable tolerability,
disability and chronic disease burden in the United States, among 1 How has your mood been over the past week? X safety, and PK profiles.
all medical conditions’. 2 How responsive has your mood been over the past week? X * On Day 14, last day of efficacy measurement, the difference from placebo of the LS mean (90% CI) for REL-1017 25 mg and

* REL-1017 (esmethadone HCI; d-methadone HCI), is a novel N- 3 How has your affect (or how you display your mood fo the « RI?fL-le? 58 rgng %rfcs)tépslgeg&eztlv?fly, tsh.ow.e;j |1mp|£9veme2nt for both tested doses on SDQ total score [-23.2; p=0.0066
methyl-D-aspartate receptor (NMDAR) channel blocker and external world) been over the past week? ,(A?d de:: SIZ”e. f. )S-D Q. pb— . | I(?eE Lec; Os1|$e2.5 1) ( |gzju|r:{eEL).1017 . . oot

tontial raoid antid t v in Ph 3 devel 2 . o itionally, for subscales, - mg an - mg groups, respectively showed significan
PO e.n 'l rapid an |.eprestc.an curr.en y inFhase | Ve op.men ) :OW proné to:]ears haveb o e ?Yer t:_e ijt week? . X improvement as compared to placebo in 3 subscales: SDQ-1 [-13.9; p=0.0025 (effect size: 1.0); -15; p=0.0009 (effect size:

* The importance of improving functional outcomes in MDD is D oot ek ¢ youbeen fo posifive fhingsfevents over 1.1)], SDQ-2 [- 4.6; p=0.0398 (effect size: 0.7); - 7.2; p=0.0012 (effect size: 1.1)] and SDQ-4 [- 2.7; p=0.0055 (effect size:
increasingly recognized. The Symptoms of Depression 6  How reactive have you been to negative things/events X 1.0); -2.8; p=0.0029 (effect size: 1.0)]. There were no significant differences between the treated groups and placebo in SDQ-
Questionnaire (SDQ) (Table 1) was developed to capture the over the past week? 3 and SDQ-5 subscales (Table 2)

- 3 7 How has your motivation/interest/enthusiasm been over X
MEESEGEMEIT OF Sy piins @i |HDIDR. the past week? Figure 2. Change from baseline for SDQ total score Figure 3. Change from baseline for MADRS total score
8 How sensitive (e.g., thin-skinned) have you been to X

rejection/criticism over the past week?

= S * =~ Flacebo
OBJECTIVE 9 How optimistic have you been over the past week? X ° s s e Elgt-]bgggg MG
-15 ss8 REL-1017 50 MG i
10  How has your outlook on life been over the past week? X
-20
_ 11 How has your outlook on suicide been over the past week? X :
° To determine the effect of REL-1017 on SDQ total score and SDQ #
subscale scores (Table 1) in order to better characterize the 12 HOV:[l has your outlook on harming your body been over the X i o 5 ”'QOQZTO
: : : : : : : past weekK g -35 © RS
functional implications of its therapeutic potential. 13 How has your ability to fall asleep been over the past X 5 : B [ ——
week? tég *B-0.2087: d=0.4 | g \F>¥-\5\?4\340; o 1| -~
14  How has your ability to stay asleep in the middle of the X o 0 R
night been over the past week? g onzmdw\ P=0.1237; d=0.5 b oy 2 \\J] P=0000e; d=08
METHODS 15  How has your ability to stay asleep around the time before X G 55 ([ T g s Lo ST b i
waking up been over the past week? B s = POQOBT0) P
_ _ 16  How has your wakefulness/alertness been over the past X 65 T P —
* Analysis of SDQ data from a double-blind, placebo-controlled, week? & 2 A rha P=0.0039;d=1.0
Inpatient, two-dose, 25 and 50 mg, three-arm, 1:1:1, randomized, 17 Hg\évkileepy during the day have you been over the past X =
. ; . w !
Phase 2a trial conducted at 10 centers in the United States 2. 18  How much have you been oversleeping at night over the X 2 S _ __ 2 S E—— — —
past week? i 4 g . : .
19  How much have you been oversleeping during the day X
. _ over the past week? Table 2. Analysis of SDQ-5 subscales from Baseline to EOP (Day 14)
Flgure 1. StUdy DeSIQn DosingPeriod ~ Observation Period 20 How has your energy been over the past week? X - : '
g edbaponil SDQ Subscal Treat tG LS M SE Difference of LS Mean: Effect Size
, <:><:> : 21  How heavy (in arms or legs) have you felt over the past X ubscaie reatment roup R REL-1017 vs Placebo (90% CI) (90% CI)
| | week? Lassitude, mood, cognitive/social
: ! 22 How slowed down have you felt over the past week? X ; e
Screening Period : CRU Inpatient Follo‘_v-Up : UnCtIOHIng (S DQ'1)
Days-30 to 2 ! Daps-dwd | R 23  How agitated have you felt over the past week? X Placebo 20 -14.6 (3.0)
T< >M<u >f @ 24  How irritable have you been over the past week? X REL-101725mg 16 -28.6 (3.5) -13.9 (-21.3, -6.6) 0.0025 1.0 (0.5, 1.6)
..................... SEEEEEEL | i 25 Have you had anger attacks (suddenly feeling very an X
dd4idd3333333333333333333 3333333333393 3333333333 35 and Iilzle explodingwith anger() overthg past v%eel??/ i REL-1017 50 mg 18 -29.6 (3.2) -15.0 (-22.1, -7.8) 0.0009 1.1 (0.6, 1.7)
Study Day
26 How anxious/worried have you felt over the past week? X _ o
27 H had _ . X > X Anxiety, agitation, anger, and
ave you ha panlc.attac s over the past week irritability (SDQ-2)
28 How has your appetite been over the past week? X Placebo 20 -8.9 (1.5)
29 Have you lost weight over the past week? X REL-101725mg 16 -13.4 (1.7) -4.6 (-8.2, -0.9) 0.0398 0.7 (0.1, 1.2)
: : i i ?
* The total SDQ consists of 44 items (Table 1) that can be analyzed 30 Has your appetite been excessive over the past week: X REL-101750 mg 18 -16.0 (1.6) 7.2 (-10.7, -3.7) 0.0012 1.1 (0.6, 1.6)
.y : i i ?
as total score and can also be subdivided into 5 subscales (Table 2; :a"e you ﬁa'd”ted ‘r’]"e'gh;_o‘/’erlthf t‘_’aSt Weekt'h — n X
. g . . . . ave you nad tacnycardia/pailpitations over the past week «
1): lassitude, mood, cognitive/social functioning (SDQ-1); anxiety, d y Palp P Desire to be dead
agitation, anger, and irritability (SDQ-2); desire to be dead (SDQ-3); 33  Have you had pains or aches over the past week? X (SDQ-3)
disruptions in sleep quality (SDQ-4); changes in appetite and 34 Havetyou had giﬁtrointtestinall stomizeh o o) X Placebo 20 -4.2.(0.8)
. sSsympitoms over the past week
weight (SDQ-5) 3. ymp verihepastw | | REL-101725mg 16 -6.2 (1.0) -2.0 (-4.1, 0.1) 0.1088 0.5 (0.0, 1.1)
35 How has your ability to focus/sustain attention been over X REL-1017 50 mg 18 5.8 (0.9) 1.7 (-3.7,0.3) 0.1725 0.4 (0.0. 1.0
* Each item is rated on a 6-point scale, on the basis of a patient’s the past week? R o ' 4(0.0,1.0)
. : : 36 How has your ability to remember/recall information been X
perception of what is normal (score 2), what is better than normal Svar s (pEE HEE Nisrustions in < "
: ' isruptions in sleep quali
(score=1), and what is worse than normal (scores=3 to 6). 37 How has your ability to find words been over the past X P (SDQ-4) P A Y
week?
38 How has your sharpness/mental acuity been over the past X Placebo 20 -2.5(0.6)
week? REL-101725mg 16 -5.3 (0.7) -2.7 (-4.3, -1.1) 0.0055 1.0 (0.4, 1.6)
DISCLOSURES 39 \I;Ivg\évkr’;as your ability to make decisions been over the past X REL-101750 mg 18 5.3 (0.7) 2.8 (-4.3, -1.3) 0.0029 1.0 (0.5, 1.6)
40 How has your sexual functioning been over the past week? X
- : - Changes in appetite & weight
This research was sponsored by Relmada Therapeutics, Inc. Drs. Fava, Foll; 41 How has your social functioning been over the past week? X g (885-5) g
Pappagallo, Pani, and Manfredi are paid consultants of Relmada Therapeutics. Drs.
Guidetti, Serra, De Martin, Mattarei are employed or have received fees from 42 How has your ability to work/study/function at home been X Placebo 20 -1.9 (0.4)
companies or Universities that have received payments or grants from Relmada. Dr. over the past week? REL-1017 25 mg 16 -1.7 (0.5) 0.2 (-0.8, 1.2) 0.7272 0.1 (0.0, 0.7)
Manfredi is an inventor on esmethadone patents and other patents and patent i ?
ool oations P P P 43  How guilty have you felt over the past week” X REL-1017 50 mg 18 1.7 (0.4) 0.2 (0.8, 1.2) 07472 0.1 (0.0, 0.6)
PP - 44  How worthless have you felt over the past week? X
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