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Incorporation of Bright

Bright Minds Biosciences is a o 0
clinical-stage biotech company

developing highly selective 5-HT, |
agOﬂiStS with improved Extensive med. chemistry program

Licensing of BMB-101 portfolio
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Initiation of Prader Willi Syndrome Program

« BMB-101 - Proof-of-Pharmacology Ph.2a study
« BMB-105 - Phase 1 clinical trial (SAD/MAD/FE)
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Overview of Bright Minds Biosciences
Pioneering Serotonin Pharmacology

A Vasilkevich', A Lovera, J Duan’, | McDonald', SD Collins', JT Pedersen’
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5-HT,, Agonists

Depression, PTSD

Drug Discovery Pharmacology Screening
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Portfolio of 5-HT, agonists without 5-HT,; activity

Research

e o 5-HT,. agonists
Ga-PlI Hydrolysis 5-HT (and other) receptor BMB-101 DEE _
functional activity Absence seizures
Off-target validation BMB-101 Prader-Willi Syndrome

5-HT2 or other 5-HT
receptor Alternative
Signaling Pathways (other

G proteins, and B-arrestins)

BMB-105 Prader-Willi Syndrome

Gg-mediated
Calcium Flux

5-HT,5/2c agonists

Clinical Studies - Phase 2

Clinical Studies - Phase 2a - PoPh

Clinical development

therapeutic profiles for the | _ B | |
_ Creating new chemical entities that target serotonin agonism
treatment of neurological and .

G protein vs. Arrestin Bias
Intra-G protein bias

Depression,
Pain, Headache

BMB-201

5-HT,. Agonists Preclinical

* Rodent receptors also tested

5-HT,, agonists

Epilepsy, Impulsivity Control Disorders, Hyperphagia

Serotonin (5-HT) is the most prominent neurotransmitter in the brain and

Discovery Campaign:

modulates many functions

psychiatric disorders

Based on a proprietary chemistry platform, Bright Minds has developed

e 5-HT,; activation is associated with undesirable cardiac valvulopathy

e highly selective 5-HT,,, 5-HT,¢, and 5-HT,, »c agonists without 5-HT,g activity

BMB-101 for Developmental and Epileptic Encephalopathy (DEE) and Absence Seizures

Rs Tranylcypromine scaffold
4R
NH, o BMB-101isa novel, highly selective 5-HT,. receptor agonist
3R OR; e BMB-101is biased for the Gqg signaling pathway with minimal B-arrestin recruitment,

R, which underlies the reduced potential for tolerance. Based on the currently available
data, BMB-101 is the only compound that has shown to be a “biased” or “functionally
selective” 5-HT,- agonist in clinical development

e Phase 2a/b development in DEE and Absence seizures
e Potential for best-in-class 5-HT, agonist for DEE and first-in-class for Absence seizures
Profile

Well-tolerated and flexible dosing: Optimal 5-HT,. pharmacology:

Biased G-protein agonism of 5-HT,- with
sustained receptor activation

e Twice-daily dosing with the potential for once daily o

e Well tolerated in the Phase 1 study
e Lack of B-arrestin pathway recruitment ensuring

e Allowing for flexible dosing in both adult and vay 8
lack of receptor desensitization

pediatric patients

Favorable pharmacokinetic (PK) profile: Excellent properties for commercial supply:

e The active pharmaceutical ingredient (API) is
stable at room temperature and 40°C; no cold
chain is required for commercial supply

e Reduced on-target adverse events attributed to
ower C, ., compared to bexicaserin

e No significant food effects observed in the Phase T

study e Ongoing studies indicate no degradation in API

_ _ stability for at least 3 years
e The PK was linear and dose-proportional over the

therapeutic range e The liquid formulation has at least 2 years of stability

BMB-105 for Prader-Willi Syndrome (PWS)

Tranylcypromine and other scaffolds

e BMB-105 is a novel, highly selective 5-HT2C receptor agonist

from the BMB portfolio

e BMB-105 is biased for the Gqg signaling pathway with minimal
B-arrestin recruitment, which underlies the reduced potential

for tolerance

e Potential for best-in-class drug for the treatment of
hyperphagia and neurobehavioral symptoms in PWS

Profile
Optimal 5-HT,. pharmacology:

e Biased G-protein agonism of 5-HT,. with sustained receptor

activation

® |ack of B-arrestin pathway recruitment ensuring lack of
receptor desensitization

e Decades-long safety profile of parent molecule

Excellent properties for commercial supply:

e The API is stable at room temperature and 40°C; no cold
chain is required for commercial supply

5-HT2A/2C AgoniStS

« Several hundreds of novel small
NFAT-RE

and screened across binding,

Depression, Generalized Anxiety Disorder

BMB-201 for Depression (Treatment-Resistant Depression [TRD])
and Pain Disorders

6R Tryptamine scaffold
N-R7

e Biased partial agonist at 5-HT,,
and 5-HT,. receptors
e No activity at 5-HT 5

® Preclinical, developed for TRD
or Pain/Headache indication

Profile

Fast acting and non-hallucinogenic:
Suitable for chronic and at-home-administration dosing

Optimal 5-HT pharmacology for headache indications:

e Efficacy inisosorbide dinitrate (ISDN) rat model of
vascular headache (outperforming sumatriptan)

e [Efficacy in plantar incision and L5/L6 nerve ligation rat
models (similar efficacy to morphine)

e Potent agonist at 5-HT,- receptor, no activity at 5-HT;
and 5-HT,p

molecules designed, synthesized,

functional, and selectivity assays,

Depression
(Fast-onset)

BMB-202

« Comprehensive IP across all
programs covering composition
of matter, methods of use,
formulation and other features
of the novel compounds

» De-risked pipeline of NCEs aimed
at epilepsy, metabolic dysfunction,
depression and other neurological
and neuropsychiatric indications.

BMB-202 for Depression (TRD, Fast Acting)
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e 59nMECS50 full agonist at 5-HT,, receptor

® Most selective 5-HT,, agonist reported 500-fold selective
over 5-HT,z, and 40-fold selective over 5-HT,; no activity
at other G protein-coupled receptors

PHASE 2

e Short acting (C,., driven mechanism), 1- to 2-hour
psychedelic episode

e Preclinical, developed for TRD fast relief

PHASE 2

Profile

Fast-acting and short-duration hallucinogenic:

e High bioavailability, first-pass metabolized molecule
resulting in short, well-defined action

e [ast absorption and brain distribution suitable for acute
treatment

Preclinical

Clinical Studies

A Randomized, Double-Blind, Placebo-Controlled,
Phase 1 Study to Evaluate the Safety, Tolerability, and
Pharmacokinetics of Single and Multiple Ascending Oral
Doses of BMB-101 in Fed and Fasted Adult Healthy
Human Volunteers

Completed

A Randomized, Double-Blind, Placebo-Controlled, Starting
Phase 1 Study to Evaluate the Safety, Tolerability, and seelt
Pharmacokinetics of Single and Multiple Ascending Oral

Doses of BMB-105 in Fed and Fasted Adult Healthy

Human Volunteers

An Open-Label Phase 2 Study to Evaluate the Efficacy,
Safety and Tolerability of BMB-101 in Adults with Either
Classic Absence Epilepsy (with or without Eyelid Myoclonia
[EEM]; Jeavons Syndrome), OR Developmental Epileptic
Encephalopathy (DEE)

A Randomized, Double-Blind, Placebo-Controlled Starting
Phase 2 Study to Assess Efficacy, Safety and Tolerability soon
of BMB-101 Oral Solution for the Treatment of Patients

with Prader-Willi Syndrome (PWS)

e \With high selectivity and safety, BMB-101 could be a best-in-class
5_
forms of generalized epilepsies

HT,c agonist for the treatment of seizures in DEE and some

e Ongoing and planned clinical studies with BMB-101 will
determine its clinical potential




