Presented at ASENT March 13, 2024

Development of novel small molecules
targeting neurotrophic HGF signaling for the
treatment of Alzheimer’s, Parkinson’s, and ALS
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Positive modulation of HGF for the treatment of

neurodegenerative disorders

Neurodegenerative disorders including AD, PD, and ALS:

Distinct symptomology
Multiple shared pathologies

Deficits in neurotrophic signaling render neurons
vulnerable to neurodegenerative mechanisms

Activation of the neurotrophic hepatocyte growth factor
(HGF) system promotes:

Neuronal health and repair

Neuroprotection

Anti-inflammatory effects

ATH small molecule HGF PMs
Fosgonimeton ATH-1020 ATH-1105
SC Injectable, CNS Oral, CNS Oral, CNS/PNS

« All ATH small molecules positively modulate pleiotropic HGF activity
* |ndividual molecules have distinct administration and distribution

characteristics
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Common Pathologies:

Protein pathology

» Mitochondrial dysfunction
» Excitotoxicity

» Autophagic impairment

* Neuroinflammation

* Neurodegeneration
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HGF positive modulators have neurotrophic effects in vitro

Neurite Outgrowth (1° neurons)

Increased activation of MET by HGF positive
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HEK293 cells were treated with the indicated ATH molecule in vehicle containing a low dose of HGF (1 ng/ml). MET phosphorylation (Y1234/1235) was quantified via ELISA. Ath i ra
Primary hippocampal neuron cultures were treated with ATH compounds for 3-4 days and evaluated for morphological hallmarks of mature neurons. °
Fosgonimeton, ATH-1020, and ATH-1105 produced greater neuron outgrowth and increased synapse counts, indicating that these compounds enhance neurotrophic HGF signaling. . PHARMA

Statistics: Student’s t-test, ** = p< 0.01, **** = p < 0.0001



Positive modulation of the HGF system in preclinical models of AD
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Positive modulation of the HGF system in preclinical models of PD

[ Primary dopaminergic neurons challenged with a-syn @ J
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Treatment with fosgonimeton or ATH-
1020 attenuate PD-relevant pathologies
in both in vitro and in vivo systems
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Positive modulation of the HGF system in preclinical models of ALS

[ Primary motor neurons challenged with glutamate @ J [ Prp-TDP-43A315T transgenic mouse model of ALS @}J
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Positive modulators of HGF are in development for the
treatment of neurodegenerative diseases
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*These trials are complete with topline data reported in June 2022 and December 2023, respectively.
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