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Disclaimer

“” ”

“us”, “our”, “atai”, or the
Life Sciences N.V.

subsidiaries, unless the context otherwise requires. This presentation may

All references in this presentation to “we”,

“Company” refer to ATAI and its consolidated
include forward-looking statements. All statements other than statements
of historical facts contained in this presentation, including statements
regarding our future results of operations and financial position, industry
dynamics, business strategy and plans and our objectives for future
operations, are forward-looking statements. These statements represent
our opinions, expectations, beliefs, intentions, estimates or strategies
regarding the future, which may not be realized. In some cases, you can

identify forward-looking statements by terms such as “may,” “will,” “should,”
“expects,” “plans,” “anticipates,” “could,” “intends,” “targets,” “projects,”

" u " u aw axZ

“contemplates,” “believes,” “estimates,” “predicts,” “potential” or “continue”
or the negative of these terms or other similar expressions that are
intended to identify forward-looking statements. Forward-looking
statements are based largely on our current expectations and projections
about future events and financial trends that we believe may affect our
financial condition, results of operations, business strategy, short term and
long-term business operations and objectives and financial needs. These
forward-looking statements are subject to a number of risks, uncertainties
and assumptions, including without limitation the important factors
described in the section titled “Risk Factors” in our most recent Annual
Report on Form 10-K filed with the Securities and Exchange Commission
(“SEC"), as updated by our subsequent filings with the SEC, that may cause
our actual results, performance or achievements to differ materially and
adversely from those expressed or implied by the forward-looking
statements. Moreover, we operate in a very competitive and rapidly
changing environment. New risks emerge from time to time. It is not
possible for our management to predict all risks, nor can we assess the

impact of all factors on our business or the extent to which any factor, or

combination of factors, may cause actual results to differ materially from
those contained in any forward-looking statements we may make. In light
of these risks, uncertainties and assumptions, the forward-looking events
and circumstances discussed in this presentation may not occur and actual
results could differ materially and adversely from those anticipated or
implied in the forward-looking statements. We caution you therefore
against relying on these forward-looking statements, and we qualify all of
our forward-looking statements by these cautionary statements.

The forward-looking statements included in this presentation are made
only as of the date hereof. Although we believe that the expectations
reflected in the forward-looking statements are reasonable, we cannot
guarantee that the future results, levels of activity, performance or events
and circumstances reflected in the forward-looking statements will be
achieved or occur. Moreover, neither we nor our advisors nor any other
person assumes responsibility for the accuracy and completeness of the
forward-looking statements. Neither we nor our advisors undertake any
obligation to update any forward-looking statements for any reason after
the date of this presentation to conform these statements to actual results
or to changes in our expectations, except as may be required by law. You
should read this presentation with the understanding that our actual future
results, levels of activity, performance and events and circumstances may
be materially different from what we expect.

Unless otherwise indicated, information contained in this presentation
concerning our industry, competitive position and the markets in which we
operate is based on information from independent industry and research
organizations, other third-party sources and management estimates.
Management estimates are derived from publicly available information
released by independent industry analysts and other third-party sources, as

Note: Unless otherwise stated, the information in this presentation is as of October 25, 2022
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well as data from our internal research, and are based on assumptions
made by us upon reviewing such data, and our experience in, and
knowledge of, such industry and markets, which we believe to be
reasonable. In addition, projections, assumptions and estimates of the
future performance of the industry in which we operate or of any individual
competitor and our future performance are necessarily subject to
uncertainty and risk due to a variety of factors, including those described
above. These and other factors could cause results to differ materially from
those expressed in the estimates made by independent parties and by us.
Industry publications, research, surveys and studies generally state that the
information they contain has been obtained from sources believed to be
reliable, but that the accuracy and completeness of such information is not
guaranteed. Forecasts and other forward-looking information obtained
from these sources are subject to the same qualifications and uncertainties
as the other forward-looking statements in this presentation.

This presentation contains excerpts of testimonials from individuals who
have been treated with compounds or derivatives of the compounds
underlying our product candidates in the context of third-party studies or
otherwise that are solely intended to be illustrative and not representative
of the potential for beneficial results of such compounds. Our product
candidates are in preclinical or clinical stages of development and none of
our product candidates have been approved by the FDA or any other
regulatory agency.

Any trademarks included herein are the property of the owners thereof and
are used for reference purposes only. Such use should not be construed as
an endorsement of the products or services of the Company.
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Although mental health has become one of the largest global healthcare challenges,
there has been little innovation for patients

SIGNIFICANT BURDEN ~ URGENT NEED FOR INNOVATION
Global population with mental

health disorders!

US adults experiencing symptoms of
depression and anxiety quadrupled?

Depression is the 2nd leading cause
of disability worldwide?

U.S. economic burden from adults
with Major Depressive Disorder 4

Salzer, “National Estimates of Recovery-Remission From Serious Mental lliness”, Psychiatry Online (2018).

Tew et al,, “Impact of prior treatment exposure on response to antidepressant treatment in late life” Am J Geriatr Psychiatry (2006)

Sinha, “New Findings on Biological Factors Predicting Addiction Relapse Vulnerability” (2011)

U.S. Food and Drug Administration (as of 5.01.2022). New Drugs at FDA: CDER’s New Molecular Entities and New Therapeutic Biological Products.

Ritchie, “Global mental health: five key insights which emerge from the data”, Our World In Data (2018).
Abbott, “COVID’s mental-health toll: how scientists are tracking a surge in depression, Nature (2021)

WHO source

Patel et al.,, “The Lancet Commission on global mental health and sustainable development”, The Lancet (2018).

INFRENIES
© N o o
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We will deliver on our strategy through a robust pipeline with drug development
programs across several mental health indications with large unmet need

Program

Indication

PCN-101/ R-ketamine

RL-007 / Compound?

GRX-917 / Deuterated etifoxine
VLS-01/DMT

KUR-101/ Deuterated mitragynine
DMX-1002 / Ibogaine

EMP-01/ MDMA derivative

COMP360 / Psilocybin?®
COMP360 / Psilocybin?®

COMP360 / Psilocybin?

Treatment-Resistant Depression

Cognitive Impairment Associated
With Schizophrenia

Generalized Anxiety Disorder
Treatment-Resistant Depression
Opioid Use Disorder

Opioid Use Disorder

Post-Traumatic Stress Disorder

Treatment-Resistant Depression
Post-Traumatic Stress Disorder

Anorexia Nervosa

Preclinical Phase 1 Phase 2 Phase 3

LIMITED TO EQUITY INTEREST

Note: Information as of October 25, 2022, unless otherwise stated. DMT = N,N-dimethyltryptamine; MDMA = 3,4-Methylenedioxymethamphetamine
1. 1. Perception, Recognify, DemeRx IB, and Kures are all variable interest entities; GABA is a non-consolidated VIE with operational involvement through MSA model; EmpathBio and Viridia are wholly-owned subsidiaries; COMPASS Pathways is a non-controlling equity interests
2. RL-007 compound is (2R, 3S)-2-amino-3-hydroxy-3-pyridin-4-yl-1-pyrrolidin-1-yl-propan-1-one(L)-(+) tartrate salts

3. (3) Developing COMP360, a formulation of psilocybin, administered with psychological support from specially trained therapists

Affiliate Company!'

Perception Neuroscience
Recognify Life Sciences
GABA Therapeutics
Viridia Life Sciences
Kures

DemeRx IB

EmpathBio

Compass Pathways
Compass Pathways

Compass Pathways
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We will build on recent success by delivering several meaningtul R&D catalysts
anticipated across our key programs through 2024! with cash runway into 2025

f
L

Achieved and expected catalysts }

v/ COMP360 v KUR-101 o VLS-01 o EMP-01 o RL-007 Phase 2b
Phase 2b results Phase 1results Phase 1results Phase 1results PoC results
v'RL-007 Phase2a v GRX-917 o DMX-1002 o DMX-1002 o VLS-O1
biomarker results Phase 1results Phase 1results Phase 2 PoC initiation Phase 2a PoC results
o COMP360 o PCN-101Phase 1 o GRX-917 HV3
Phase 3 initiation SQ rBAZ study initiation PoC Study results
o PCN-101 o VLS-01
Phase 2a PoC results Phase 2a PoC initiation
o RL-007

Phase 2b initiation

o GRX-917 HV3
PoC Study initiation

$312M in cash as of June 30, 2022, plus access to up to $175M

from Hercules term loan facility, provides runway into 2025

1 Based on current expectations and projections as of the date of this presentation, and subject to change. 2 Subcutaneous relative bioavailability study. 3 Healthy Volunteers
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Three pioneers & thought leaders provide their views on the clinical & regulatory

aspects of depression

Dr. Heather Berlin

Neuroscientist, clinical psychologist
& Associate Professor of Psychiatry

and Neuroscience

i HARVARD
Icahn UNIVERSITY
Sché)_ol of
veciaine at ) OXFORD

Sinai

Dr. Gerald Sanacora

Professor of Psychiatry
& thought leader in the
pathophysiology of mood disorders

Dr. Heddie Martynowicz

Regulatory strategy leader
with focus on mood disorders

NEOKEE PHARMA CONSULTING

-
Janssen f PARRC K i Bristol Myers Squibb’

ohmsonafohmon



https://www.neokee-pharma.com/
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PCN-101 (R-ketamine) is being developed as a potential rapid-acting treatment for
TRD administered in an unsupervised setting at home

RN —

At-home, unsupervised Phase 2a POC results anticipated
administration will be based around end of year 2022 Phase 1study of subcutaneous
upon a demonstration of an formulation relative
effective dose with good Safety, tolerability & efficacy of bioavailability initiating in
safety and tolerability single dose administration with H12023
PCN-101-1V in TRD
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R-ketamine vs. S-ketamine: Differentiated profiles with R-ketamine found to have
oreater antidepressant potency in animal models

S-ketamine

L
L)

In preclinical studies and in a pilot, third-party

R-ketamine shows an improved therapeutic index
clinical trial

Cl

R- and S-ketamine may demonstrate neuroplastic
effects through different mechanisms

Ketamine
(racemate)

R-ketamine

1. Weietal, “Ahistorical review of antidepressant effects of ketamine and its enantiomers” (2020);
2. Chang et al, “Comparison of antidepressant and side effects in mice after intranasal administration of (R,S)-ketamine, (R)-ketamine, and (S)-ketamine Pharmacology Biochemistry and Behavior “ (2019)
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R-ketamine vs. S-ketamine in preclinical models: More potent and durable
antidepressant activity

Forced swim test! (third party study)

1 hour 24 hours
/- *%k% /-
>
1 240 =
o < e
"6 ()] - o T
9 c 180 - 3 T T ==
T < ¥ T < -
0 2 120 z §
o 5 o
O o
3] 60 ~
c £ 2
= - <
= 0
SAL 1 310(30] 1 (3 10 30 SAL 1 3 1030 1 3 (10 30]
~ ~
(S)-KET (R)-KET (S)-KET (R)-KET

(mg kg™) (mg kg) (mg kg™ (mg kg™

1. Zanos et al,, “NDMAR inhibition-independent antidepressant actions of ketamine metabolites” (2016)
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R-ketamine vs. S-ketamine in preclinical models:

Conditioned place preference (CPP) score test! (third party study)

R-Ketamine: lower S-Ketamine: greater
abuse potential abuse potential
500 500
400 400 g -
" \ |
® 300 $ 300 T
S 0
v 200 = K 200
al ol
&5 100 g 190 T
o 1 |
100 -100
Saline 5mg/kg 10mg/kg 20mg/kg Saline bmg/kg 10mg/kg 20mg/kg

(R)-Ketamine (S)-Ketamine

1. Yang et al, “R-ketamine: a rapid-onset and sustained antidepressant without psychotomimetic side effects” (2015).
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Prior evidence in humans further reinforces the superior therapeutic index of R-
ketamine: Rapid reduction in depressive symptoms with lack of dissociation

Prior evidence in humans (third party, open label study')

Comparable S-Ketamine dose typically

40 results in a CADSS score of 152
35
30
25
v 10
(@)
8 20
‘g CADSS score at or below
<§f 15 R-ketamine 4 considered “normal”
10 > s
5 —-—
0 1 - 0 l/l\l B R-ketamine
Pre- 60 120 240 1day  3days 7 days ii:ci_sion 4m(|)n 1rT21|(r)1 rznétr?

infusion min Min mMin

Note: MADRS = Montgomery-Asberg Depression Rate Scale, CADSS = Clinician-administered dissociative states scale, IV = Intravenous, PBO = Placebo.
1. Lealetal, “Intravenous arketamine for treatment-resistant depression: open-label pilot study” (2020)
2. Singh et al. “Intravenous Esketamine in Adult Treatment-Resistant Depression”, Biological Psychiatry (2016)



PCN-101 Phase 1 data: 30 & 60 mg doses that were selected for Phase 2a
showed minimal to no dissociation

16
14 A PCN-10130mg
12 Comparable S-Ketamine dose typically n=26
10 results in a CADSS score of 15
8 ¢ PCN-10160mg
h=6
NE 7
S
a6 CADSS score of 4 or below is 4 Placebo
é’ 5 considered “normal”
O

¢
+
t
¢

3

: .

1 . A

O | A% A 0AR | A A ANS A LA s 4 At e

I |
Baseline 15 minutes 40 minutes 90 minutes

Note: CADSS = Clinician administered dissociative states scale ; GHB = Gamma Hydroxybutyrate, used to treat Narcolepsy
1. Singh et al. “Intravenous Esketamine in Adult Treatment-Resistant Depression”, Biological Psychiatry (2016)
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Randomized Phase 2 study of PCN-101 is expected to establish human
proof-of-concept and on track read out around year-end 2022

Trial Design

/ eIl PCN-101-1V (30 mg)
All subjects : ®\ ALKl PCN-101-1V (60 mg)

n =231 Placebo

Day -15 to Day -2 Day -1to Day 2 Day 8 and Day 15
Screening In-clinic treatment Follow-up
Visit 1 Visit 2 Visit 3 and Visit 4

Primary Endpoint: Last patient anticipated to be dosed this week, with total number of patients
MADRS at 24h expected to be around 100. Topline results expected around year-end 2022.

Note: Information as of October 25, 2022, unless otherwise stated.
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PCN-101 Phase 2a singe dose study designed to test the therapeutic index of R-
ketamine against dissociation and severe sedation

Safety/tolerability Efficacy
Internal Product Goal Internal Product Goal
Differentiation from other TRD therapies Rapid and sustained efficacy with
with at-home, unsupervised use ~2x/week dosing (comparable to other

TRD therapies)
Objective for this trial

Sedation (MOAA/S) and dissociation Objective for this trial
(CADSS) comparable to placebo, Improvement in MADRS vs. placebo
operationalized as risk ratio of < 2 at 24 hours of 2 5 for a single dose

PCN-101 - Important to note:

« Redosing may increase magnitude of effect over time, as seen for example in ketamine studies in TRD'
« Doses may be adjusted in future trials to further optimize the balance of efficacy and tolerability
 Potentially less functional unblinding vs. ketamine/S-ketamine studies due to improved tolerability

Note: MOAA/S = Modified Observer’'s Assessment of Alertness/Sedation
1. Such as Singh et al. A Double-Blind, Randomized, Placebo-Controlled, Dose-Frequency Study of Intravenous Ketamine in Patients With Treatment-Resistant Depression”, Am J Psychiatry (2016)






Latest developments at COMPASS Pathways include positive topline
results from phase 2 and announcement of phase 3 program design

HO\P/O \NH+/
7 g
N\
NH

Compass’ lead asset is COMP360, a
proprietary formulation of synthetic
psilocybin

—— LAST YEAR

—— THIS YEAR

v" Phase 2b trial completed (n =233)
— Positive topline results

v" Phase 3 program design announced
— First Phase 3 to start this quarter
— Topline data expected by

end of 2024 and mid-2025

19
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COMP360 Phase 2b trial showed a rapid, sustained reduction in depressive
symptoms in 233 patients with TRD

O
Primary endpoint
= -2 Week 3:25mg Diff =-6.6, p value = <0.001
)< vsImg 10mg Diff =-2.5, p value = 0.184
o -4
o v
590 6 —=
o
v n
cg 8
5 2 -
- & -10 /
®
x
n > 12 ’
% * = statistically significant treatment
- difference vs Img at visit
g -14
o .
®
< -16
Day 1 Day 2 Week 1 [Week3 ] Week 6 Week 9 Week 12
-o-COMP360 25mg COMP36010mg -=-COMP360 Img (Comparator)

Source: Schedule 13D filed with the SEC as of November 29", 2021

Note: MADRS = Montgomery-,&sberg Depression Rating Scale;; COMP360 = a proprietary high-purity, polymorphic crystalline formulation of psilocybin; In COMPASS’s model of psilocybin therapy, COMP360 is administered in conjunction with psychological support from specially
trained therapists.

1. Ownership percentage as of June 30, 2022
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COMPASS Pathways pivotal phase 3 studies are expected to deliver
topline data by 2024 and 2025

Week 6
Primary endpoint*

Randomization = 2:1

COMP360 W X
Pivotal study 1 { 25mg J ] N =378 (252:126)
Single dose 6 weeks EOS
monotherapy Dlacel Topline data
(COMPOO5) AceLo expected: end of 2024
Week 6
Week 3 Primary endpoint*
{ COMP360 | ‘ COMP360 W : Randomizati?n =.2:1:1
sl sy 2 25mg 25mg J N =568 (284:142:142)
Fixed repeat Tobline dat
e COMP360 COMP360 6 weeks EOS opiine data
10mg 10mg expected: mid-2025
monotherapy
(LMoo COMP360 COMP360
1mg 1mg

*Primary endpoint = Change from baseline in MADRS total score at week 6
The participant population (TRD definition and core inclusion / exclusion criteria) remains unchanged compared to phase 2b

Source: Compass Pathways Capital Markets Day presentation as of October 12, 2022




COMP360’s Phase 3 study design informs the development of our
2nd geperation psychedelic compounds

Placebo inclusion in COMP 005 suggests agreement of agency with both placebo and dose-controlled
pivotal trials and the potential implications of functional unblinding in the former

Assumable acceptance by agency of psychological and elements of digital support as an integral part
of the therapeutic approach for psychedelics. No requirement of factorial trials to tease out drug effect

vs. the effect of these supporting tools

Design of COMP 006 involving 2 doses suggests that agency is comfortable with repeat dosing in the
context of psychedelic drug development

!y
‘@’ If these trials are successful, COMP360 will pave the way for the other drugs in atai’s pipeline
= developed for TRD, especially VLS-01 (DMT)

22







VLS-01, also known as N,N-dimethyltryptamine (DMT), is a psychoactive
indole alkaloid

N—
DMT is the psychedelic moiety in ayahuasca, a
substance with antidepressant properties

VLS-01being developed as an oral transmucosal
film for TRD

First subject dosed with transmucosal film in |
Phase 11trial in October

N\ /
1Lz
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Evidence of efficacy in the administration of ayahuasca highlights the potential of
VLS-01 as a rapid-acting antidepressant

Prior evidence in humans (third party study'):
Double-blind, randomized placebo-controlled trial with Ayahuasca in 29 patients with TRD

45 M Ayahuasca
40 Placebo
35 L
T
30 1
- ]
@» 25 i
A |
o
a 20 | |
< l
> l
15
10 -
0<.05 1 '
. 0<.05 p=.0001
0
Baseline Day 1 Day 2 Day /7

Note: MADRS: Montgomery-Asberg Depression Rate Scale.
1. Palhano-Fontes et al. “Rapid antidepressant effects of the psychedelic ayahuasca in treatment-resistant depression”, Psychol Med (2019)
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The VLS-01 phase 1 study is designed to evaluate the safety, tolerability,
and PK of VLS-01 administered via the IV or buccal route

Part1Intravenous VLS-01-V

Cohort 2
N=4

Rate: TBC!

30mg SMG
review

Cohort 1
N=4

1.3mg per minute for 23min

30mg SMG
review

Part 2 Buccal VLS-01-BU Cohort 5

Cohort 4
N=8

N=8
80mg __E3Wle

65mg SMG review
review

Cohort 2
N=8 SMG
25mg SMG review

10mg SMG review
review

Cohort 1
NETS

Abbreviations: BU = Buccal, IV = Intravenous, SMG = Safety Monitoring Group, TBC = To be confirmed after SMG review of all available safety, tolerability, and PK data.

Note: Sentinel dosing will be used throughout the study. In each cohort, 2 participants will be administered VLS-01 prior to the remaining participants in that cohort. The remaining participants in the dose cohort will be administered VLS-01 at least 24 hours after the sentinel participants
if no safety concerns are identified.

1.In Part 1, if the IV infusion rate is adjusted for Cohort 2, sentinel dosing will be used. If the IV infusion rate does not change, sentinel dosing will not be used for Cohort 2.
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GRX-917 has the potential for benzodiazepine-like efficacy with improved

safety and tolerability

Etifoxine has been approved for anxiety disorder
since 1979 with 14m+ prescriptions in France'

p
Etifoxine works as rapidly as lorazepam, with etifoxine

continuing its effects beyond treatment, while lorazepam

shows rebound
\_

J

-
Etifoxine has a strong safety record: a review of over 14m

prescriptions between 2000 and 2012 in France found no

cases of abuse, misuse or dependence’

-

~

Note: HAM-A = Hamilton Anxiety Rating Scale
1. Cottin et al, “Safety profile of etifoxine: A French pharmacovigilance survey” (2016)
2. Nguyen et al., “Efficacy of etifoxine compared to lorazepam monotherapy” (2006)

Third party study?

Ham-A total score

30

25

20

15

Non Inferiority Test

$0.0001 W Etifoxine
—
T '|' P=0.0002
| — Lorazepam
T [ ] [
Day O Day 7 Day 28 Day 35
|
! T
Under treatment Safety



Single and multiple ascending doses were administered to healthy
subjects to evaluate safety, tolerability and pharmacokinetics of GRX-917

Phase 1 study design

Prospective, randomized, double-blind, placebo-controlled study of single and multiple ascending doses of GRX-921/7 (n =100)

— Part 1: Single Ascending Dose — Part 2: Multiple Ascending Dose
TREATMENT TREATMENT
Up to 40 healthy subjects: PD Endpoint: Up to 36 healthy subjects: PD Endpoint:
Up to 5 cohorts qEEG Up to 3 cohorts qEEG
25mg to 500mg 100mg to 300mg every 12

hours for 7 days

Adverse events were mild in most cases with no severe or serious adverse events, or dose-relation,
with minimal sedation or dizziness.

)

Note: PD = Pharmacodynamics; gEEG = Quantitative electroencephalography
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Pharmacodynamic effect: The EEG beta effect is dose-dependent and time-
dependent, showing a rapid onset of efficacy, with a delayed PD curve

Group average changes in Beta power for low dose and high dose groups per time point’

0.3 _
: LowDose « Changesin beta power averaged
025 L Bl HighDose | over each channel from pre-dose
: koK to each time point (pre-dose
02 F Kok ok . power subtracted from post dose
— : ek at each point).
3 015¢ . " 1+ Average differences in each time
g point is compared to zero and time
Ol 1T _ | points with significant changes (t-
i 0.05 - 5 | | test, p<.05) were marked with
< asterisk.
0 .
-005 i é 1 | = S -
0.1 pre-dose : 1-Hr 2-Hr 3-Hr  4-Hr 6-Hr 8-Hr 12-Hr

Time

*p<.05 **p<.01 ***p<.001

Preliminary data, subject to change

Notes: PD = Pharmaco dynamics; gEEG = Quantitative electroencephalography, *Preliminary draft data, subject to change

30
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Pharmacodynamic effect: Changes in Beta power (13-30 Hz) (unit: uV?) from
pre-dose to 3-hour post-dose™

Placebo LowDose HighDose
N =25 N =37 N =37

No significant change Significant increase

Channels with significant differences (paired t-test; p<0.05, after FDR correction for multiple comparison) are marked with black circles. Topographical maps
show distribution of beta power (13-30 Hz) across the scalp. Power is NOT in log scale and the unit of measurement is uv?

*Preliminary draft data, subject to change Preliminary data, SuU bjeCt tO Cha nge




The combination of the dose-dependent pharmacodynamic effect along with
lower incidence and severity of adverse events shows favorable profile

GRX-917 was well-tolerated with no dose-limiting toxicities identified up to the highest dose of 300mg given
every 12 hours for 7 days

There were no serious adverse events reported nor discontinuations due to adverse events and both single-
and multiple-ascending dose (SAD and MAD) regimens showed only mild adverse events that were

comparable to placebo-treated subjects

No evidence of sedation or other benzodiazepine side effects at any doses tested

Dose-dependent increase in frontal beta power was demonstrated in subjects receiving GRX-917 but not with
placebo providing evidence of target engagement and mechanism of action

@ These results show potential use for GRX-91/ as a clinically superior treatment for generalized anxiety
= disorder (GAD) compared to SSRIs/SNRIs and benzodiazepines
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RL-007: a de-risked pro-cognitive neuromodulator with excellent tolerability in
humans

RL-007: demonstrated pro-cognitive
treatment for CIAS

1.

Pharma developed product in-licensed with extensive

pre-clinical & clinical data package

Human Phase 1+ 2 data show replicated, clinically
significant learning and memory effects, consistent

with broad pre-clinical pro-cognitive data

Well tolerated (>500 subjects dosed), centrally acting

oral drug

Initial indication: cognitive impairment associated with
schizophrenia (CIAS) is characterized by episodic

learning & memory deficits - no approved treatment

In Vitro
Enhanced Synaptic Plasticity

In Vivo

Broad Cognitive Efficacy across Species

Predictive Dose Modeling
Defined CNS Drug Exposure Cognition Relationship

Phase 1, CSF Concentration
Well Behaved PK Confirms CNS Exposures

Phase 1b Cognitive Challenge

Scopolamine Challenge Confirm Cognition Dose Range

| 2 2 U S

o & & & O &

Phase 2A, DPNP

Showed Cognitive Improvements in Metabolic Syndrome

Confirmed CNS engagement and Cognitive Signal

Phase 2a, CIAS

Consistent PK-PD
relationship

Confidence in active
dose range

Complete CMC package

Excellent tolerability
and safety

Multiple clinical
cognitive signals

De-risked path forward

34
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RL-007 has previously shown pro-cognitive effects in human clinical studies &
CIAS Phase 2a biomarker study showed wide-spread beneficial gEEG changes

Phase 2a Efficacy data

N D o~ (0] @)

@)

T-Scores (Normalized for age,
gender, and education level)

I
N

IN

HVLT

Improved

Cohen’s d*
— (Symbol
Coding):
20 mg: 0.79
40 mg: 0.56
Symbol Coding Category Fluency *ggyrZ%s %2:/32

m10mg 20mg m40mg 80mg
n=7 n=8

EEG data confirmed CNS activity in
schizophrenia population

Dose dependent, widespread qEEG changes
observed across brain regions

EO - Increased alpha/ASI (middle & high
doses)
decreased beta (lowest dose)

EC - Observed elevations in resting state
alpha increased AS| and

decreased TBR

Suggesting a relaxed wakeful state without
drowsiness at the mid to high dose levels




Phase 2b randomized 6-week study of RL-007 20mg and 40mg vs placebo in
234 patients with CIAS

78 RL-007: 20mg TID

/8 RL-007:40mg TID

=

/8 Placebo

V1 V2 \V3-7 V3 MCC
Screening Randomizin Week 1-5 Week 6 Week 8

J < End of trial Exit

Efficacy | MCCB! MCCB | Safetyand mccp | Fhonecall
i Safety and

tolerability, !

tolerability

Conmeds, CorMed
Function | VRFCAT? VRFCAT | Compliance VRECAT onMeds
Compliance

Primary Endpoint: Adaptive design: 2 interim analyses for futility of one or both doses,
MCCB at week 6 success, sample size re-estimation

Note: Chart updated as of 8/11/2022; 1. MATRICS Consensus Cognitive Battery 2. Virtual Reality Capacity Assessment Tool
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KUR-101 is a potentially safer alternative for both opioid maintenance therapy
and pain management

Mitraginyne acts as a mu opioid receptor agonist
with anecdotal reports suggesting reduced potential
for respiratory depression, constipation, and/or

addictive potential compared to strong opioids

- Extensive use in East Asia

- Usein US for OUD and the treatment of pain

—

- Not a controlled substance in US

Deuterated mitraginyne
Active moiety in kratom




This Phase 1 study is designed to unlock the therapeutic potential and
improved safety profile of KUR-101

Part 1 SAD study completed August 2022

i

Healthy adult
participants
(n=42)

Cohort 1 (n=8)

Cohort 5 (n=8)

B Cohort 4 (n=8) 70mg
60mg

Cohort 3 (n=10)
40mg

Cohort 3 (Fed n=10)
40mg

—_—

10mg

In addition to safety (including respiratory) and PK assessments,
evoked pain tests were administered to all cohorts

Part 2 comparator study results by EOY 2022

m

Healthy male
participants
(n=18)

— N=6

Single oral dose

Single oral dose
N=6 OxyNorm 20mg OxyNorm 20mg

Single oral dose
OxyNorm 20mg

—— N=6 RMEN«llaleNelETet=]e]e

Matching placebo

Day 1: Single Dose  7-daywashout Day 8: Single Dose 799/ washout  pay 15: Single Dose

Matching placebo
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Initial results showed single ascending oral dosing of KUR-101 produces dose-
dependent analgesia (pain relief) with placebo-like effects on respiration

Initial results indicate that KUR-101 is safe and generally well-tolerated

Results also showed a dose-proportional pharmacokinetic (PK) profile that was unaffected by food

In the single ascending oral dose portion of the trial, no severe or serious adverse events were reported,
with most treatment-related adverse events being mild

Changes in respiratory rate following treatment with KUR-101 were comparable to that of placebo-treated
patients for the doses tested and comparable across doses

Analysis of part 2 of the trial continues and we expect topline results from a portion of the trial by year’s end
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R&D Day

October 25, 2022



