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CONCLUSIONS KEY TAKEAWAY

1 Fosgo-AM counteracted mechanisms 2 Fosgonimeton treatment led to improved cognition in an AB-driven The neuroprotective and procognitive effects
of AB-induced toxicity, reduced tau pathology, rat model of AD, suggesting that the cellular effects of fosgo-AM against of fosgonimeton highlight its potential to address key
and promoted neuronal survival in vitro A toxicity translate to functional benefits aspects of AD pathology, including AB-mediated toxicity

INTRODUCTION RESULTS

- AD is a progressive neurodegenerative disease Figure 2. Fosgo-AM attenuates AR, ,_-induced neuronal death, neurite degeneration, and tau Figure 5. Fosgo-AM increases levels of the autophagy inducers
characterized by the presence of oxidative stress, hyperphosphorylation in vitro ULK1 and Beclin-1 following AB_, injury in vitro
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‘ (A) Representative images highlighting the effect of AB, ,, on rat primary cortical neurons in the presence or absence of fosgo-AM; neurons labeled with MAP-2 and pTau
labeled with AT100 (scale bar =100 pm). Quantification of (B) neuronal survival (humber of MAP-2+ neurons), (C) neurite network (total length of MAP-2+ neurites, in pm),
and (D) pTau (overlapping area of AT100 and MAP-2+, in um?) expressed as percentage of normal controls (100%).
‘ FOSQO-AM Data presented as mean + SEM; n = 5 or 6 technical replicates. Statistical differences were determined by one-way ANOVA followed by Fisher’s LSD test. (V)
***p < 0.0001 versus AB, ,, control. 3’, 200
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Fosgonimeton is converted in the blood to the active metabolite fosgo-AM, which x &= @ E 50 —

crosses the blood-brain barrier and promotes HGF/MET-mediated neurotrophic and 8 o 50 — O ©°

neuroprotective signaling cascades in the brain. Q o2 - . : : L ,

HroP Ve SISnaing | | "g o 5 ° Abbreviations: AB, amyloid-3; AD, Alzheimer’s disease; AKT, protein kinase B; ANOVA, analysis of

= 0 0 variance; CytC, cytochrome c; ERK, extracellular signal-regulated kinase; fosgo-AM, active metabolite of

fosgonimeton; GAPDH, glyceraldehyde 3-phosphate dehydrogenase; GSK3f, glycogen synthase kinase-3

0 B J E C T IV E S m Normal control m AR, control = AB, ,, + fosgo-AM 100 nM beta; HGF, hepatocyte growth factor; ICV, intracerebroventricular; LSD, least significant difference;
MAP-2, microtubule-associated protein 2; P, phosphorylation; pAKT, phosphorylated AKT;

PERK, phosphorylated ERK; pGSK3, phosphorylated glycogen synthase kinase-3 beta;

pTau, phosphorylated tau; ROS, reactive oxygen species; SEM, standard error of the mean;

ULK1, Unc-51-like kinase-1.

(A) Representative images of rat primary cortical neurons highlighting the effect of AB, ,, on mitochondrial ROS generation in the presence or absence of fosgo-AM,;
neurons labeled with MAP-2 and MitoSox (scale bar =100 pm). (B) Quantification of mitochondrial ROS (MitoSox area per neuron, in pm?) expressed as percentage of
healthy controls (100%). (C) Quantification of CytC release (overlap of CytC and MAP-2, in micrometers squared) expressed as percentage of normal controls (100%).
Data presented as mean + SEM; n = 4 or 6 technical replicates. Statistical differences were determined by one-way ANOVA followed by Fisher’s LSD test.
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