UNITED STATES
SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549
FORM 8-K

CURRENT REPORT
Pursuant to Section 13 or 15(d) of the Securities Exchange Act of 1934

Date of Report (Date of earliest event reported): October 4, 2023

RELMADA THERAPEUTICS, INC.
(Exact name of registrant as specified in its charter)

Nevada 001-39082 45-5401931
(State or other jurisdiction (Commission File Number) (IRS Employer
of incorporation) Identification No.)

2222 Ponce de Leon Blvd, Floor 3
Coral Gables, FL 33134

(Address of principal executive offices) (Zip Code)

Registrant’s telephone number, including area code: (786) 629 1376

(Former name or former address, if changed since last report)

Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions (see
General Instruction A.2. below):

[0 Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)

O Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)

[0 Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))

O Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))
Securities registered pursuant to Section 12(b) of the Act:

Title of each class Trading Symbol Name of each exchange on which registered

Common stock, $0.001 par value per share RLMD The NASDAQ Global Select Market

Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (§230.405 of this chapter) or Rule 12b-2 of
the Securities Exchange Act of 1934 (§240.12b-2 of this chapter).

Emerging growth company [

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any new or revised financial
accounting standards provided pursuant to Section 13(a) of the Exchange Act.

Item 8.01 Other Events.
On October 4, 2023, the Company updated its corporate presentation, a copy of which is filed herewith as Exhibit 99.1 and is incorporated herein by reference.
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(d) Exhibits.

Exhibit No. Description

99.1 Corporate Presentation dated October 4, 2023

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Investment highlights

CNS focused, with lead program for REL-1017, a novel MOA, in Phase 3 for Major Depressive Disorder (MDD)

Efficacy and safety profile of REL-1017 potentially address limitations of current MDD treatments options

Phase 3 program underway with two ongoing Phase 3 trials for REL-1017 as Adjunctive Treatment for MDD

Highly experienced clinical team with a successful track record advancing CNS programs through NDA approval
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The unique profile of
esmethadone (REL-1017)
addresses the limitations
of current treatment
options for MDD
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The prevalence of depression

~1 9 3M Individual adults in the US had at least

one major depressive episode in 20192

People of all ages suffering
from depression globally?
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Limitations of current treatments for MDD

Limited efficacy

~65% MDD patients do not
respond to first antidepressant

treatment’

Slow onset of action

Standard antidepressants, even
when effective, may take up to 8
weeks to reach efficacy?

Safety and tolerability
challenges

Side effects of atypical
antipsychotics approved as
adjunctive treatments for MDD

include tardive dyskinesia,
metabolic syndrome, cognitive
impairment and stroke?
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Unique profile of esmethadone (REL-1017) addresses

limitations of current treatments

Potential as a rapid, oral, once-daily antidepressant for MDD, if approved

Clinical data has demonstrated:

Robust, rapid, and sustained statistically significant
antidepressant effects on all tested scales*

Rapid onset: significant efficacy effects by Day 44

Favorable safety and tolerability profile consistent
across all studies*5¢: no opioid and no psychotomimetic
adverse events and no metabolic side effects*56

Orally administered, once-daily tablet
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Esmethadone ' (REL-1017) is a
novel NMDA receptor antagonist

Esmethadone preferentially blocks tonically
hyperactive GIUN2D receptor subtypes 2, potentially
increasing BDNF 3, decreasing neuroinflammation 4
and restoring physiological neuroplasticity 567.

NMDA: N-met
GIuN2D: Gl

BDNF: br.
MDD: major depressive disorde

Synaptic spines increase in size within 24 hours of
administration 8. Esmethadone is devoid of
dissociative effects 9, has no meaningful abuse
potential "9 and is administered orally once-daily.
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The clinical development of
esmethadone (REL-1017) is
steadily progressing as
Adjunctive Treatment

for MDD

4
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Esmethadone (REL-1017) clinical development status

The open-label 12-month study has been successfully completed

All non-clinical studies have been successfully completed

The Phase 3 development program is ongoing; Reliance | (study 301) has been completed,
Reliance Il (study 302) and Relight (study 304) are currently in progress

Stability testing of primary packaging has been completed, and production at scale has been validated




Data from the Phase 1,
Phase 2, and Human
Abuse Potential studies
indicate favorable safety
and tolerability of
esmethadone (REL-1017)
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All Phase 1 studies have been successfully completed

@ Multiple Ascending Dose (MAD) study
Single Ascending Dose (SAD) study

[ ] Oxycodone Human Abuse Potential (HAP) study
Intravenous Ketamine Human Abuse Potential (HAP) study

@ Renal Impairment study and Hepatic Impairment study
Drug-Drug Interaction (DDI) study

@ Absorption, distribution, metabolism, excretion (ADME) study
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The Human Abuse Potential studies have been successfully
completed and indicate no abuse potential of REL-1017

The results of experimental studies predictive of human abuse potential ' and the results of human
abuse potential studies in recreational opioid users 2 and in recreational ketamine users 2 indicate
no meaningful abuse potential and support the DEA statement below:

“The d-isomer lacks significant
respiratory depressant action and
addiction liability...”

&, 6& US Drug Enforcement Administration
December 20194

©2023 Relmada - All rights reserved

Phase 2 study results: primary efficacy endpoint

REL-1017 25 and 50 mg (Day 1 loading dose 75 and 100 mg, respectively) showed rapid and
sustained differences in MADRS change vs. placebo

W Placebo

REL-1017 25mg

P=0.4340:
d=03 |

P=0.0096; d=0.8

P=0.0087; d=0.9 A REL-1017 50mg
P=0.0308; d=0.7

1 P=0.0103; d=0.9
|

P=0.0122; d=0.8 |- P=0.0039; d=1.0

Mean drug-placebo difference

MADRS Day 2 Day 4 Day 7 Day 14
25mg -1.9 7.9 -8.7 -9.4°
50mg -0.3 -7.6" 1.2 -10.4"
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Phase 2 study efficacy results: response & remission

Percentage of subjects achieving response Percentage of subjects achieving remission
(= 50% MADRS improvement from baseline) (MADRS <£10)
Day 14 Day 14

63% 50%
50% 40%
38% 44% 30%
25% 20%

20%
13% 10%

0% 0%
PBO REL REL PBO REL REL
25mg 50 mg 25mg * 50 mg *
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The Phase 3 program as
Adjunctive Treatment for
MDD is currently ongoing




Esmethadone (REL-1017) Phase 3 development program

H1 2022

COMPLETED

H2 2022

Reliance | (301): adjunctive MDD trial

Reliance IlI (303): monotherapy MDD ftrial

Reliance OLS: long-term, open-label study in MDD

H1 2023

H2 2023

ONGOING

H1 2024

Expanded Access Program (EAP)

H2 2024
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Reliance | primary efficacy endpoint: REL-1017 showed a clinically meaningful
-2.3 MADRS point difference vs. placebo at Day 28 in the full analysis set

AMADRS (N=227)
Placebo N=114, 25 mg N=113, 43 sites

Placebo Mean (SD)

25 mg Mean (SD)

Placebo LSMean (SE), MMRM
25 mg LSMean (SE), MMRM

REL-1017 vs Placebo LSMean Diff (SE);
p-value, MMRM

11

Day 7

-11.8(9.9)
-10.2 (9.5)
-11.9(0.9)
-10.2(0.9)

1.7 (1.3);
0.20

1

——

Day 14

-12.2 (10.9)
-12.4 (9.4)
-12.4(1.0)
12,6 (1.0)

0.2 (1.4);
0.88

1

Day 21

-13.0 (11.2)
-14.4 (10.4)
-13.0 (1.0)
-14.2(1.0)

1.2 (15);
0.42

Day 28
End of treatment

-12.9 (10.4)
-15.1 (11.3)
-13.4(1.1)
-15.1 (1.1)

.7 (15);
0.26

M Placebo

REL-1017 25mg

-2.3 diff.
REL-1017

vs. placebo
p=0.15
ES=-0.21
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In Reliance | REL-1017 showed a clinically meaningful -3.1 MADRS point
difference vs. placebo at Day 28 in the Reliance | per protocol set* (p=0.051)

M Placebo

l L REL-1017 25mg

AMADRS (N=198) Day 4 Day 7

Day 14 Day 21 Day 28
Placebo N=97, 25 mg N=101 End of treatment 31 diff
Placebo Mean (SD) 90(74) -11.2(9.7) -11.8 (10.2) -12.5(10.8) -12.5(9.9) REL-1017
vs. placebo
25mg Mean (SD) 8.3(87)  -10.4(9.5) -12.6 (9.5) -15.0 (10.5) -15.6 (11.2) p=0.051
ES=-0.29
Placebo LSMean (SE), MMRM 82(09) -11.2(1.0) -11.9 (1.0) -12.3(1.1) -12.7.(1.1)
25 mg LSMean (SE), MMRM -8.3(0.8)  -10.4(1.0) -12.9 (1.0) -14.6 (1.1) -15.6 (1.1)
REL-1017 vs Placebo LSMean Diff (SE); 0.8(1.2); 08(1.4); -1.0 (1.4); -2.3(1.5); -2.9(1.5);
p-value, MMRM 0.95 0.56 0.50 0.12 0.057
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Reliance | achieved a statistically significant response rate of 40% (p=0.044),
and achieved remission rate of 22% (p=0.076) at Day 28 in the full analysis set

Percentage of subjects achieving response Percentage of subjects achieving remission

(2 50% MADRS improvement from baseline) (MADRS <10)
Day 28 Day 28
50%
50%
Ll 40%
0% 30%
20% 20%
- -
0% 0%
PBO REL PBO REL
25 mg

25 mg
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Patient sources: verifiable vs. unverifiable

Verifiable sources

Past patient at site
Current patient
Site database
HCP referral

Unverifiable sources

Radio/TV AD
Banner/Pop AD
Social media
Internet search

Friend

Recruitment company

Referral from other patients
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Reliance | MADRS10 results for patients from verifiable sources vs
unverifiable sources

Mean MADRS10 score

Patients from verifiable sources

40

35

30

25

20

Baseline/ Day4 Day7
Day 1
REL 52 50 50
PLA 40 39 39

Average change from baseline on
Day 28

e— REL PLA
Day 14 Day 21
50 49
39 37
REL-1017 -17.22
PLACEBO -11.76

Day 28

49

37

p=0.01614

-5.5 diff.
REL-1017
vs. placebo

Mean MADRS10 score

Patients from unverifiable sources

e REL PLA
40
35
30 \\
25 K
20
15
10
5
0
Baseline/ Day4 Day7 Day 14 Day 21 Day 28
Day 1
REL 61 61 60 60 59 60
PLA 74 70 70 66 65 70
Average change from baseline on REL-1017 -13.22 p=0.58911
Dy PLACEBO 1431
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In Reliance | no serious treatment-related adverse events (AE)* and no opioid
like effects were observed

Treatment-related adverse events by preferred term in patients with MDD in the safety analysis set

Placebo (N=114) REL-1017 25 mg (N=113) All patients (N=227)
Variable

Patients with at least one AE 61 53.5 55 48.7 116 51.1
Patients with at least one treatment-related AE 28 24.6 30 285 58 256
Patients with at least one serious treatment-related AE 0 0.0 0 0.0 0 0.0

Adverse events occurring in 5% or more patients per treatment arm

Headache 9 7.9 13 11.5 22 9.7
CcovID19 10 8.8 6 53 16 7.0
Upper respiratory tract infection 6 5.3 8 71 14 6.2
Nausea 5 44 8 71 13 5.7
Diarrhea 7 6.1 5 4.4 12 5.3
Constipation 7 6.1 3 2.7 10 4.4
Dizziness 2 1.8 i 6.2 9 4.0
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REL-1017 displays a favorable safety & tolerability profile and confirms no
evidence for meaningful abuse potential across studies

No increase in No dissociative No abuse

suicidality effects potential
No AE related to QTcF No signal of drug induced No signal of drug-induced No “drug liking” VAS differences
prolongation suicidal ideation/behavior dissociation measured with from placebo

measured with C-SSRS' CADDS?

No signal of withdrawal
measured with SOWS?, COWS*
and PWC-20°

No MADDERS® reports of
concern®

These Phase 3 results are consistent with safety and tolerability findings from the Phase 2 study
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Reliance-OLS change from baseline by visit in MADRS10 total score,

response, and remission rates for the total de novo subjects

Baseline MADRS (N=202)
Total Mean (SD): 33.8 (4.5)

AMADRS
Total Mean (SD)

N of Responders (Rate %)

N of Remission (Rate %)

-21

24

=27

Day 7
(N=199)

-11.3(9.4)

53 (26.6%)
24 (12.1%)

[
? * T\%

Month 1 Month 3 Month 6 Month 9
(N=196) (N=168) (N=134) (N=93)
-16.8(10.4)  -19.9 (10.0) -19.9 (10.4) -20.1(10.2)
100 (51.0%) 102 (60.7%) 85 (63.4%) 56 (60.2%)
59 (30.1%) 74 (44.0%) 64 (47.8%) 43 (46.2%)

Month 12
(N=57)

225(9.7)

44 (77.2%)
31 (54.4%)
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In Reliance-OLS no serious treatment-related adverse event was observed
for all patients (de novo and rollover)

There was no significant safety signal for weight gain, sexual dysfunction, cardiovascular issues, dissociative effects, withdrawal

phenomena or abuse liability

__

Patients with at least one AE 347
Patients with at least one treatment-related AE 168
Patients with at least one serious treatment-related AE 0

COoviID-19

Headache

Upper respiratory tract infection

Nausea

Headache
Nausea

Dizziness

Adverse events occurring in 5% or more patients
60
60
53
31
The most common treatment-related adverse events
27
25
15

56.1

27.2

0.0

9.7
9.7
8.6
5.0

4.4
4.0
24
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Relmada is conducting
two Phase 3 trials

~ Reliancell 5 Relight

Phase 3 studies, currently ongoing in the United States, to evaluate the
efficacy and safety of REL-1017 as an adjunctive treatment for MDD

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

Three pillars for successful clinical execution

Study Site
protocol selection

Streamlined protocol Sites with dedication
to reduce placebo to quality data
response

Successful clinical execution




Reliance Il (study 302) trial design for Adjunctive Treatment
of MDD

28 DAYS OF DOSING (QD)

 Reliance Il

ADJUNCTIVE THERAPY
ADT + 25 mg REL-1017 (Day 1 loading dose 75 mg)

Primary endpoint:
Change in MADRS at Day 28

—. 1:1 RANDOMIZATION —

Secondary endpoints:

Change in MADRS score at Day 7
ADT + matching placebo

Change in CGI-S score at Day 28
Response Rate at Day 28
Remission Rate at Day 28

Safety and tolerability assessments D1 D7 D14 D21 D28
Start End of
dosing treatment
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Relight (study 304) trial design for Adjunctive Treatment
of MDD

28 DAYS OF DOSING (QD)

O Relight

ADJUNCTIVE THERAPY
ADT + 25 mg REL-1017 (Day 1 loading dose 75 mg)
Primary endpoint:

Change in MADRS at Day 28

—. 1:1 RANDOMIZATION p—

Secondary endpoints:

Change in MADRS score at Day 7
Change in CGI-S score at Day 28 ADT + matching placebo

Response Rate at Day 28

Remission Rate at Day 28

Safety and tolerability assessments
D1 D7 D 14 D21 D28

Start End of
dosing treatment
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Data generated for esmethadone (REL-1017) support
efficacy, safety, and tolerability for adjunctive treatment
of depression

¢ Phase 2 trial reached significance p= 0.0122 (25 mg) for the primary
endpoint in the Intent-to-treat (ITT) analysis

Reliance I, the first adjunctive Phase 3 trial, showed a 40% response rate
(p = 0.044) in the ITT analysis and 3.1 MADRS-points CFB difference
compared with placebo (p = 0.0510) in the Per Protocol (PP) analysis

' All studies to date have shown a consistent favorable safety and tolerability
profile with no evidence of abuse potential or withdrawal

¢ Reliance Il (study 302) and Relight (study 304) are currently ongoing in the
US to evaluate the efficacy of REL-1017 25mg
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Corporate information
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Financial overview

$13.3

million

Warrants outstanding Operating cash burn Common shares

Cash, cash equivalents
outstanding*

& short-term investments

As of 06/30/2023 As of 06/30/2023, weighted 2Q23 As of 06/30/2023
average exercise price, $17.02
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Through our Neuroplastogen™ Program we are developing a
pipeline of molecules with neuroplastic modulating activity for a
variety of indications

Novel esmethadone Novel psilocybin
derivatives formulation and novel
psilocybin derivatives

We have synthesized a series of novel

esmethadone derivatives with NMDAR regulating We are developing a novel psilocybin formulation
activity. We are in the process of selecting the most and we are synthetizing psilocybin derivatives with
promising candidates to advance into development promising activity for the treatment of CNS

for the treatment of CNS disorders. disorders.
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Summary

Focus on CNS diseases and lead

program in Major Depressive Disorder

Highly compelling opportunity

with esmethadone (REL-1017)

* REL-1017 is in Phase 3 for depression, a primary cause of disability worldwide'

* REL-1017 potentially addresses the limitations of current MDD treatments where 50%—-66%
of patients do not fully recover on an antidepressant medication?, take 4-8 weeks to work,
and have significant side effects

Highly experienced clinical team with CNS focused backgrounds and successful track
record of advancing programs through NDA approval

* Phase 3 program underway with positive efficacy signals and safety data

* Novel MOA with successful Phase 2 trial in adjunctive MDD that showed statistically significant,
robust, rapid, and sustained antidepressant effects with favorable safety and tolerability profile?

Strong intellectual property estate around REL-1017 with expirations through the mid/late-2030s

Improved clinical trial management
Quality patient selection

Careful site selection

Protocol simplification
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Thank you




