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Objectives

Given that the neurotrophins are known to exert neuroprotective
effects and to increase neuronal plasticity, the major objective of
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thereby lending neurotrophic support and improved synaptic
function to neurons with compromised function.

Figure 2. Western blot analysis of homogenates of cortical neurons
stimulated with 10 ng/mL of NGF, BDNF, NT3, HGF, IGF1, bFGF or EGF.
Upper panels show phosphorylated ERK1/2, middle panel shows

Figure 1. Primary cortical neurons were used to address to effect of ACD856
on cell membrane integrity 4 hours after removal of glucose and pyruvate in
cell media. The fluorogenic peptide substrate (bis-AAF-R110) is not cell
permeable in live cells. The amount of fluorescence can thus be correlated phosphorylated Trk-receptors (Y490) and lower panels is a loading
to the cellular membrane integrity. Data shown is normalized to DMSO- control.

treated cells and the results are the mean +/- SEM. n=4, ****p <(0.001

Methods

In vitro effects of ACD856 were investigated in embryonal
primary cortical or hippocampal neurons by measuring
metabolic activity, phosphorylation of ERK1/2 and synaptic

Figure 3. ACD856 increases pERK1/2 in cortical neurons Figure 4. ACD856 induces SNAP25 expression in PC12 cells
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neuronal plasticity. Repeated administration of ACD856 suggest
a long-term effect on neuronal plasticity, as judged by enhanced
cognitive abilities at lower doses (fig. 5), and a sustained anti-
depressant effect 3 days after the last dose (fig. 6).

Figure 6. Animals were treated with ACD856 for 4 days or with ketamine
for one day by subcutaneous injections. Antidepressive-like effects were
assessed in the forced swim test in C57BI/6) mice three days after the
last administration. Data shown in each group are the mean +/- SEM,
n=8. **p < 0.005, ***p < 0.001

Figure 5. C57BI/6) mice were subcutaneously administered ACD856
repeatedly for 4 days (0.1 mg/kg/day) or with a single administration (1
mg/kg) followed by scopolamine (0.3 mg/kg) 30 minutes prior to training in
a fear-conditioning-based model. Data shown in each group is the mean
+/- SEM, n=8. ****p < (0.0001

Conclusion

The results indicate that ACD856, a compound in clinical development and part of AlzeCure’s NeuroRestore
platform, can act in a neuroprotective manner, modulate phospho-ERK1/2 levels and improve neuronal
plasticity or in other ways increase network connectivity. The fact that ACD856 shows both symptomatic and
potential disease-modifying effects is of high importance for the future treatment of patients with
Alzheimer’s disease and other neurodegenerative disorders.
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