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Introduction

Mutations in the GBA1 gene, encoding the lysosomal enzyme GCase, represent the . Gain Therapeutics has applied the innovative proprietary drug discovery platform,
most common genetic risk factor for Parkinson’s disease (PD). Impaired GCase 7 | Site-directed Enzyme Enhancement Therapy (SEE-Tx™), to the development of
function has earned attention not only due to its association with a-synuclein S v small-molecule structurally targeted allosteric regulators (STARS) that stabilize
pathology in GBA-associated PD patients, but also in sporadic PD. FITIY 0 WL dysfunctional GCase enzyme avoiding Iits degradation whilst facilitating its

Although less investigated, decreased GCase levels and activity is also associated o e W maturation and trafficking to the lysosomes.

with the pathophysiology of Alzheimer’s disease (AD). Importantly, overexpression of . Through SEE-Tx™, Gain Therapeutics has identified druggable allosteric sites
GCase was shown to promote lysosomal degradation of a-synuclein and Amyloid- ‘ N and STARS that show a dose-dependent binding to the recombinant WT GCase
Beta (AB) toxic forms, thus contributing to amelioration of symptoms in PD and AD, AR %7 N protein. Importantly, STAR® are brain penetrant and orally bioavailable, and
respectively. Enhancing the activity of mutant and dysfunctional wild-type GCase | correct dysfunctional Gcase activity thereby restoring its normal function, with

may represent a therapeutic strategy for the treatment of neurodegenerative subsequent improvement of lysosomal function and health.
diseases. B-glucocerebrosidase
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GT STAR decreases AB 1-42-induced
neurotoxicity in a in vitro neuronal AD model

GT-02287 decreases CBE-induced neurotoxicity and
motor deficit in a PD mouse model SEE-Tx™ Discovery Platform is:

v' Highly-specific and
cost-effective drug discovery approach

v Efficient in discovering allosteric binding
sites that can be targeted for therapeutic
benefit to correct protein misfolding
diseases, including neurodegenerative
diseases.

GT STARSs compounds are shown to
l l I significantly:

v Decrease toxic forms of alpha-synuclein
v Decrease neuroinflammation

v’ Decrease hyperphosphorylated tau

v’ Increase neuronal survival and neurite -
- network
..: L
— Improvement of the lysosomal health and
DO G function through the stabilization of the

enzyme GCase, ameliorates key
pathophysiological features In a-
synucleinopathies  including Parkinson's
Disease, as well as in Alzheimer's Disease.

STARs mediated-pharmacological chaperone
activity represents a promising therapy that
alone or in combination with existent
therapies, might prevent or even combat
symptoms of neurodegenerative diseases,
thus warranting further development towards
the clinic.




