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Forward-Looking Statement
Forward-Looking Statements
Certain statements set forth in this presentation contain forward-looking statements that reflect the Company’s plans, beliefs, expectations and current views with respect to, among other things, future events and financial performance (collectively referred
to herein as “forward-looking statements”). Forward-looking statements can be identified by the fact that they do not relate strictly to historical or current facts and are often characterized by the use of words such as “believe,” “can,” “could,” “potential,”
“plan,” “predict,” “goals,” “seek,” “should,” “may,” “may have,” “would,” “estimate,” “continue,” “anticipate,” “intend,” “expect” or by discussions of strategy, plans or intentions. Such forward-looking statements involve known and unknown risks,
uncertainties, assumptions and other important factors that could cause our actual results, performance or achievements or industry results to differ materially from historical results or any future results, performance or achievements expressed, suggested
or implied by such forward-looking statements.
These include, but are not limited to, statements about the Company’s ability to develop, obtain regulatory approval for and commercialize its product candidates; the timing of future IND submissions, initiation of preclinical studies and clinical trials, and
timing of expected clinical results for our product candidates; the Company’s success in early preclinical studies, which may not be indicative of results obtained in later studies or clinical trials; the outbreak of the novel strain of coronavirus disease, COVID19, which could adversely impact our business, including our preclinical studies and any future clinical trials; the potential benefits of our product candidates; the Company’s ability to obtain regulatory approval to commercialize our existing or any future
product candidates; the Company’s ability to identify patients with the diseases treated by our product candidates, and to enroll patients in clinical trials; the success of our efforts to expand our pipeline of product candidates and develop marketable
products through the use of our SEE-Tx platform; the Company’s expectations regarding collaborations and other agreements with third parties and their potential benefits; the Company’s ability to obtain, maintain and protect our intellectual property; the
Company’s reliance upon intellectual property licensed from third parties, including the license to use our SEE-Tx platform; the Company’s ability to identify, recruit and retain key personnel; the Company’s expected use of net proceeds from this offering
and the sufficiency of such net proceeds, together with the Company’s cash and cash equivalents, to fund its operations; the Company’s financial performance; developments or projections relating to the Company’s competitors or industry; the impact of
laws and regulations; the Company’s expectations regarding the time during which it will be an emerging growth company under the JOBS Act; and other factors and assumptions described in the Company’s public filings.
These statements are based on the Company’s historical performance and on its current plans, estimates and projections in light of information currently available to the Company, and therefore, you should not place undue reliance on them. The inclusion
of forward-looking information should not be regarded as a representation by the Company or any other person that the future plans, estimates or expectations contemplated by us will be achieved. Forward-looking statements made in
this presentation speak only as of the date of this presentation, and the Company undertakes no obligation to update them in light of new information or future events, except as required by law.
You should carefully consider the above factors, as well as the factors discussed elsewhere in this presentation and our public filings, before deciding to invest in our common stock. The factors identified above should not be construed as an exhaustive list
of factors that could affect the Company’s future results, and should be read in conjunction with the other cautionary statements that are included in this presentation and our public filings. New risks and uncertainties arise from time to time, and it is
impossible for the Company to predict those events or how they may affect the Company. If any of these trends, risks or uncertainties actually occurs or continues, the Company’s business, revenue and financial results could be harmed, the trading prices
of its securities could decline and you could lose all or part of your investment. All forward-looking statements attributable to the Company or persons acting on its behalf are expressly qualified in their entirety by this cautionary statement.
Trademarks, Service Marks, and Trade Names
This presentation includes our trademarks, and trade names, including but not limited to Site-Directed Enzyme Enhancement Therapy, or SEE-Tx, which are protected under applicable intellectual property laws. This presentation also may contain
trademarks, service marks, trade names, and copyrights of other companies, which are the property of their respective owners. Solely for convenience, the trademarks, service marks, trade names, and copyrights referred to in this presentation are listed
without the TM, SM, ©, and ® symbols, but we will assert, to the fullest extent under applicable law, our rights or the rights of the applicable licensors, if any, to these trademarks, service marks, trade names, and copyrights.
Industry Information
Market data and industry information used throughout this presentation are based on management’s knowledge of the industry and the good faith estimates of management. We also relied, to the extent available, upon management’s review of independent
industry surveys and publications and other publicly available information prepared by a number of third party sources. All of the market data and industry information used in this presentation involves a number of assumptions and limitations, and you are
cautioned not to give undue weight to such estimates. Although we believe that these sources are reliable, we cannot guarantee the accuracy or completeness of this information, and we have not independently verified this information. While we believe
the estimated market position, market opportunity and market size information included in this presentation are generally reliable, such information, which is derived in part from management’s estimates and beliefs, is inherently uncertain and imprecise. No
representations or warranties are made by the Company or any of its affiliates as to the accuracy of any such statements or projections. Projections, assumptions and estimates of our future performance and the future performance of the industry in which
we operate are necessarily subject to a high degree of 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 our estimates and beliefs and in
the estimates prepared by independent parties.
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Investment Highlights
▪ Small molecule discovery platform and therapeutics company

Therapeutic Focus

▪ Developing small molecule treatments for patients with high unmet medical needs that stabilize defective enzymes,
treating protein misfolding disorders at their source – in CNS and Oncology
▪ Proprietary and patented SEE-Tx - molecular dynamics-based screening platform which identifies previously unknown
binding pockets on well–validated proteins targets

Platform Technology

▪ Rapid allosteric binding site identification on enzymes which can regulate proper protein folding and restore functional
activity
▪ Convergence of Computational Biology and Supercomputing

Robust Pipeline
Global Partnerships
Team
Upcoming Milestones

▪ Demonstrated targeted engagement
▪ Strong intellectual property estate-5 new NCE families patented
▪ Strong relations with academic centers, key patient associations, and development partners
▪ Partnership established with Zentalis with potential to establish additional partnerships
▪ Seasoned and experienced management team, board of directors and scientific advisors
▪ Near term milestones: several development candidates currently completing POC
▪ First-in-human studies planned for Q4 2022
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Novel Allosteric Modulators: A Solution To Undruggable Targets
THE PROBLEM

THE SOLUTION

Majority of disease-causing proteins cannot be targeted by current
therapies due to the lack of a known addressable binding site
Gain’s physics-based platform provides quantitative predictions
of druggable binding hot spots based on proprietary algorithms
identifying changes in binding free energy (ΔG).
Supercomputer-powered molecular dynamics simulations allow
for the discovery of hidden and cryptic sites that were previously
undruggable – sites that only we can see.
Over a decade of experience in identifying and targeting
unique allosteric sites that have been previously
undescribed.
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Advantages of Drugging Allosteric Binding Sites

Active Binding Site
• Site where natural ligand
binds to the protein
• Traditional drugs bind to
active sites

Allosteric Binding Site
• Any site that is not the active binding site
• Emerging targeting approach unlocked
by computational target discovery
• Non-competitive with the natural ligand

• Competition with natural
ligand decreases efficacy

• Rational drug design based on
knowledge of target site

• May lead to
selectivity issues

• Expands target universe
• Unlocks all mechanisms for protein
target engagement

Binding allosteric sites has the potential to provide superior regulation of proteins implicated in diseases.
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Allosteric Modulators Cover All Mechanisms for Protein Target Engagement
Stabilization

Destabilization

Degradation

Allosteric Inhibition

Allosteric Activation

▪ Gain of function
approach

▪ Loss of function approach

▪ Loss of function approach

▪ Loss of function approach

▪ Stabilizing non-native
form of protein

▪ Allosteric PROTAC,
targeted protein
degradation

▪ Changing active site
conformation to inhibit
binding

▪ Gain of function
approach
▪ Changing active site
conformation to induce
binding

▪ Stabilizing native form
of protein

▪ Restores natural protein
function

▪ Results in protein
dysfunction and/or
degradation
Functional
Protein

Misfolded
Protein

Rescue of
Folding

(STARs)
Structurally
Targeted
Allosteric
Regulators

Restored Protein
Function

▪ Results in ubiquitination
and protein degradation

Disruption
of Folding

Functional
Protein

Ubiquitination
at Allosteric Site
(STARs)
Structurally
Targeted
Allosteric
Regulators

Loss of Protein
Function

E3 Ligase
E2
Ub

Active Site
Changes

Active Site
Changes

Inhibitor
Binds

Activator
Binds

Substrate
Can’t Bind

Substrate

Product

Proteasomal
Degradation
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Gain Therapeutics’ Dual-pronged Approach to Value Generation
Gain leverages its proprietary platform technology to engineer novel therapeutics targeting conditions with
significant unmet needs

SEE-Tx Discovery Platform
1

•

Proprietary supercomputer-driven drug discovery platform

•

Identifies novel allosteric binding sites on misfolded proteins

•

Enables targeting of novel allosteric binding sites and generation of
proprietary molecules efficiently and quickly

•

Increased target hit rate from 0.1% to 14% (100X)

Diversified Pipeline of Drug Candidates
targeting multi-billion $ markets

2

•

Pipeline candidates translated from SEE-Tx platform to preclinical
development

•

Primarily targeting lysosomal storage disorders and generic
neurodegenerative disorder, including:

•

•

GBA1 Parkinson’s Disease

•

Gaucher Disease

•

Krabbe Disease

Opportunity to expand into other indications addressing protein
misfolding
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SEE-Tx® Discovery Platform

Target Protein
Disease related proteins
(experimental or predicted
structure)

1

SEE-Tx®
Allosteric site
discovery with mixed
solvent simulations

2

SEE-Tx®
Hotspot guided
virtual screening

3

SEE-Tx®
Experimental
Validation and
optimization

Development
Candidate
Candidates are brain
penetrant and orally
bioavailable

14% hit rate for
novel allosteric sites
*GAIN HAS PATENTED METHODOLOGY & ALGORITHM (WIPO/PCT WO 2013/092922 A2).
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SEE-Tx® By the Numbers

STEP 1

Identify Allosteric Sites
on Target Proteins

1-2 weeks

STEP 2

Virtual Screening

3-4 weeks

STEP 3

Experimental
Compound Validation

2-3 weeks

Average Hit Rate

14%

REPRESENTS 1000-FOLD
ENRICHMENT COMPARED TO HTS
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SEE-Tx: A Highly Differentiated Approach
Proprietary algorithms and know-how enable the discovery of novel allosteric sites and small molecules

MD-Mix Simulations
Simulations with organic
solvents map protein surface
▪ Protein is exposed to multiple
organic solvents that interact
with its structure, mimicking
possible drugs

▪ Density maps indicate the
preferred interactions on the
protein surface

Binding site detection and druggability index from first
principles. J Med Chem. 2009 Apr 23;52(8):2363-71.
PMID: 19296650.

Quantitative Predictions
Quantifies “druggability” of hotspots
with atomic level accuracy

Dynamic Undocking
Uses intramolecular forces for
highly accurate docking

▪ Initial maps are transformed to
free energy predictions of
binding affinity

▪ Undocking methodology uses
molecular forces to test
strength of binding

▪ Interactions are decomposed to
the atomic level to remove
false positives

▪ Removes false positives from
traditional docking
methodology

PATENTED METHODOLOGY & ALGORITHM
(WIPO/PCT WO 2013/092922 A2).

Dynamic undocking and the quasi-bound state as
tools for drug discovery. Nat Chem. 2017
Mar;9(3):201-206. PMID: 28221352.
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Platform with Broad Applicability
SOC Challenges: Inability to access hard to reach tissues
Lysosomal Storage Disorders

LSDs represent significant
markets with high unmet
needs, especially in
neurological conditions

Neurodegeneration

A multi-billion-dollar market
with high unmet needs in a
growing patient population

Future Applications

Oncology, Mitochondrial
Diseases, Immunology,
Metabolic Disorders
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Diversified Pipeline in High Unmet Need Disorders across Four Therapeutic Areas
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The Programs

Parkinson’s / Gaucher Disease
Beta-glucosidase (GBA)
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GBA1-related Disease: Parkinson’s Disease & Gaucher Disease
Mutations in the GBA1 gene are associated with α-synuclein accumulation in Parkinson’s and build-up of glucosylceramide in Gaucher disease.

Parkinson’s Disease

Disease modifying
treatment targeting
over 2.4M patients

GLOBAL PEAK SALES: > $5 BILLION

HETEROZYGOUS GBA MUTATION

Gaucher Disease HOMOZYGOUS GBA MUTATION

▪ Parkinson’s Disease affects 10 million
people worldwide, including
approx. 500,000 with a GBA1 mutation
(up to 14% of all Parkinson's Patients)2.

▪ There are approximately 1,000-2,000
patients with Neuronopathic (Type 2 and
3) Gaucher’s Disease in the US and
Europe (1:100,000 newborns).1

▪ GBA mutations result in early onset,
faster progression, and various nonmotor symptoms due to accumulation
of α-synuclein.

Life-long chronic
treatment targeting
over 7000 patients

▪ Mutations in the GBA gene cause
deficiency in glucocerebrosidase enzyme,
resulting in glucosylceramide build up in
the liver, spleen, bone marrow and
nervous system.

GLOBAL PEAK SALES: > $900
MILLION

▪ Characterized by severe neurological
symptoms such as abnormal eye
movements, seizures, and brain damage.

▪ Symptoms include uncontrollable
shaking/tremors, slowed movement,
and stiffness in limbs.

Currently, no effective medical treatment for GBA1-related disorders.
Symptomatic treatment for some neurologic sequelae but does not alter the clinical course.
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Corrected Folding of Enzymes to Restore Functional Activity
Misfolded enzymes cannot properly catalyze their intended substrates, leading to toxic substrate accumulation.

(STARs)

Structurally Targeted
Allosteric Regulators

Binding allosteric sites has the potential to provide superior regulation of misfolded enzymes implicated in diseases.
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GT-02287 Improves Locomotion in a Rotenone-induced Rat PD Model
Differences in locomotion (Open field test) obtained by video-tracking software system, of a representative rotenone-treated
rat versus a rotenone-treated rat with oral admin of GT-02287 (60 mg/kg) for 7 days
B. Representative map activity (traces)

A. Representative videos of locomotion ( high speed)

Vehicle Control

Rotenone-rat
Vehicle control

Rotenone

Rotenone + GT-02287

Rotenone

Rotenone+ GT-02287
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Key Findings GBA-associated Parkinson’s Disease in Rotenone Rat Model

Depleted
Toxic Substrate

Improved
Neuronal Activity

Improved
Locomotion

GT-02287 Reduces Toxic
Substrate, α-synuclein in
the Substania Nigra

GT-02287 Improves
Dopaminergic Neuronal
Activity in the Striatum

GT-02287 Improves
Locomotion Deficit

▪ Decreases total α-synuclein
by 41% (p<0.01)

▪ Increases Dopamine levels by
118% (p<0.05)

▪ Decreases phosphorylated
α-synuclein by 38% (p<0.01)

▪ Increase of Tyrosine
Hydroxylase by 60% (p<0.01)
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KOL: Dr. Ricardo Feldman, University of Maryland

• Prof. Feldman is using patient-derived induced
pluripotent stem cells (iPSC) to study the molecular
mechanisms by which mutations in lysosomal
glucocerebrosidase cause GBA-associated
neurodegeneration in Gaucher and Parkinson’s
diseases
• As such, the iPSC model has recapitulated
pathological hallmarks in the affected cell types, and
identified key developmental and lysosomal pathways
affected by GBA deficiency
• This model generated sensitive assays to evaluate the
therapeutic efficacy of drugs to treat Gaucher and
GBA-associated Parkinson’s disease
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Key Findings GBA-associated Parkinson’s Disease in iPSC model

Increased
GCase Enzyme Levels

Depleted
Toxic Substrate

Improved Lysosomal
Function

Increased GCase enzyme levels in
Dopaminergic Neurons

Reduced GlcCer toxic substrate in
Cortical Neurons

Increased autophagic flux in
Dopaminergic Neurons

Increased Trafficking to
the Lysosome

Depleted
α-Synuclein

Reduction of
Inflammatory Cytokines

Increased GCase
co-localization to the lysosome in
Dopaminergic Neurons

Reduced phospho-α-synuclein
and aggregated synuclein in
Dopaminergic Neurons

Reduced production of
inflammatory cytokines in
Macrophages
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GT-02287 increases GCase levels and transport to the lysosome in
dopaminergic neurons
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GT-02287 effectively reduces the production of inflammatory cytokines
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Method: iPSc-derived GD monocytes were differentiated to macrophages for 5-7 days (Panicker et al., 2012 and Panicker et al., 2014). After differentiation, the macrophages were treated with the indicated concentrations
of GT-02287 for 3 days. After treatment, cell lysates were prepared and GCase protein levels were analyzed by immunoblotting using antibody to GCase and supernatants were collected and assayed for IL-6 and TNF by ELISA
on a Multiplex format on 96-well plates by the University of Maryland Center for Innovative Biomedical Resources (CIBR) Cytokine Core Laboratory. Data was calculated using Luminex’s Exponent Software.
Mean + SEM. Asterisks indicate the level of statistical significance *P≤0.05, ** P≤0.01, *** P≤0.001, **** P≤0.0001
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Key Findings in an In Vitro Neuronal Alzheimer's Disease Model
GT-STAR compound protects against Amyloid Beta 1-42-induced neurotoxicity

Improved Neuronal
Survival

Improved
Neurite Network

GT-STAR compound improved
cortical neuron survival as
measured by the increase in
the number of neurons (MAP2
staining)

GT-STAR compound improved
connection between neurons as
measured by an increase in
dendritic arborization (total
neurite length in μm)

Decreased
Hyperphosphorylated
Tau
GT-STAR compound decreased
hyperphosphorylated Tau in
cortical neurons as measured by
a decrease in the overlap
between MAP2 and Tau (AT100)
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GT STAR Compound is Neuroprotective against Amyloid Beta 1-42 Oligomers

Neuronal Survival

Neurite Network

Neurite network
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GBA1 Program Summary - Parkinson’s Disease and Gaucher Disease
BOTH INDICATIONS

▪ Mechanism of action established in in vitro assays
▪ Target engagement shown in in vitro assays, including increase in GCase enzyme activity and synuclein
and glucosylceramide clearance
▪ Drug properties suitable for target indications, including oral bioavailability and BBB penetration

Parkinson’s Disease

Gaucher Disease

Parkinson's-specific effect shown in vitro and in vivo,
including neuronal survival, reduction of synuclein,
enhancement of GCase protein level, and reduction of
glucosyl-sphingosine and alpha-synuclein, and
improvement in locomotion deficit

Gaucher-specific effect shown in vitro and in vivo,
including enzyme enhancement, GlcCer depletion,
enhancement of GCase protein level, and reduction
of neuroinflammatory levels

FIRST TIME IN HUMAN STUDY TO
START IN Q4 2022

PEAK SALES POTENTIAL
> $5 BILLIONPEAK

IND-ENABLING STUDIES
TO START IN Q1 2022

SALES POTENTIAL
> $900 MILLION
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Company Background

▪Established in 2017
▪Approx. 30 employees in three
locations:
- Lugano, Switzerland
- Barcelona, Spain
- HQ in Bethesda, Maryland
▪IPO in March 2021 led by
BTIG and Oppenheimer & Co

Funding and Support

THE TECHNOLOGY

THE PIPELINE

INTELLECTUAL
PROPERTY

Supercomputer-powered SEE-Tx®
target and drug discovery platform
combines physics-based molecular
simulations, tightly integrated with
biologically relevant experimental
assays to enable identification of
novel allosteric binding sites on target
proteins and of virtual hits in
3 months with excellent hit rates even
for very challenging targets

Program pipeline with
demonstrated targeted
engagement in high value
indications

Strong intellectual
property estate – patent
applications for 5 new
NCE families

The Michael J. Fox Foundation
for Parkinson’s Research
The Silverstein Foundation
for Parkinson’s With GBA
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Experienced Management Team

EXTENSIVE BIOTECH AND PHARMA EXPERIENCE (>$13B TRANSACTIONS)

Eric I. Richman
CEO

Manolo Bellotto,
PhD
President & GM

Matthias Alder
COO

Salvatore Calabrese
CFO

Xavier Barril, PhD
CTO

Terenzio Ignoni,
PharmD
SVP of Quality/CMC

Roberto Maj,
PharmD
VP of Development

Ana Maria Garcia
Collazo, PhD
VP of Research
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Strong Board of Directors
(>$30B IN TRANSACTIONS)

Khalid Islam, PhD
Founder and Chairman

Eric I. Richman
CEO and Member

Gwen Melincoff
Independent Member

Hans Peter Hassler
Independent Member

Dov Goldstein, MD
Independent Member

Jeffrey Riley
Independent Member

Claude Nicaise, MD
Independent Member
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Upcoming Milestones
THERAPEUTIC AREA

INDICATION

GENE

DISCOVERY

RESEARCH

PRECLINICAL

PHASE 1

UPCOMING MILESTONES

IND-enabling toxicology study – Q3 2022

Neurodegenerative
Diseases

Parkinson’s Disease

GBA1

Lysosomal Storage
Disorders

Gaucher Disease

GBA1

Krabbe Disease

GALC

Metachromatic
Leukodystrophy

UNDISCLOSED

Start hit-to-lead series – 2H 2022

Metabolic Diseases

Liver/Lung

UNDISCLOSED

Start hit-to-lead series – 2H 2022

Oncology

Solid Tumors

UNDISCLOSED

Target and hit identification – 2H 2022

Solid Tumors

UNDISCLOSED

Partnered with Zentalis Pharmaceuticals

HREC submission and first in human study – Q4 2022/Q1
2023
IND-enabling toxicology study – Q4 2022
HREC submission and first in human study – Q2 2023
Advance lead series identification – 2H 2022
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Investment Highlights
▪ Small molecule discovery platform and therapeutics company

Therapeutic Focus

▪ Developing small molecule treatments for patients with high unmet medical needs that stabilize defective enzymes,
treating protein misfolding disorders at their source – in CNS and Oncology
▪ Proprietary and patented SEE-Tx - molecular dynamics-based screening platform which identifies previously unknown
binding pockets on well–validated proteins targets

Platform Technology

▪ Rapid allosteric binding site identification on enzymes which can regulate proper protein folding and restore functional
activity
▪ Convergence of Computational Biology and Supercomputing

Robust Pipeline
Global Partnerships
Team
Upcoming Milestones

▪ Demonstrated targeted engagement
▪ Strong intellectual property estate-5 new NCE families patented
▪ Strong relations with academic centers, key patient associations, and development partners
▪ Partnership established with Zentalis with potential to establish additional partnerships
▪ Seasoned and experienced management team, board of directors and scientific advisors
▪ Near term milestones: several development candidates currently completing POC
▪ First-in-human studies planned for Q4 2022
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