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Objective Results
To investigate the potential of structurally targeted allosteric regulators (STARs), also called GT-compounds, to protect against We report in vitro evidence that a STAR compound improves neuronal survival and neurite network and reduces
neuronal cell death caused by Amyloid Beta 1-42 (Af-1-42) and human Tau oligomers (hTauO) in two separate cell-based hyperphosphorylated tau in primary rat cortical neurons after AB-1-42 injury. Additionally, STAR compounds were shown to
models of Alzheimer’s disease (AD). reduce hTauO-induced neurotoxicity in primary rat hippocampal neurons.
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STAR compound reduces AB-1-42-induced neurotoxicity and Tau hyperphosphorylation in rat cortical neurons
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We r!ave_ shown prewously that S_TAR-tned_lated augmentatlon of Iysosomal GCase induces _a neuropro_tectlve effect in cellular Fig.1 Neuronal survival and neurite network (assessed by MAP2 immunostaining and quantification), and hyperphosphorylation of Tau (assessed by AT-
and in vivo models of GBA1 Parkinson’s disease. Here, we have evaluated the neuroprotective properties of STAR compounds 100 immunostaining and quantification) in control neurons (dark blue bars), neurons injured with AB 1-42 (black bars) and neurons injured with AB 1-42
in cellular models of AD: primary rat cortical and hippocampal neurons challenged with AB-1 -42 and hTauO, respectively. and treated with the STAR compound B at the following doses: 10 nM, 100 nM, 1 uM and 10 uM (white bars with black lines). Data are expressed as percent

of vehicle (set at 100%) and represent the mean + SEM. * P<0.05 vs vehicle-treated cells, # P<0.05 vs AB-1-42-treated cells (One-way ANOVA followed by
Fisher’s LSD test).

Methods

For the AB-1-42 assay, primary cortical neurons were prepared from E15 Wistar rat brains. At 7DIV, neurons were pre-incubated with STAR

STAR compounds reduce hTauO-induced neurotoxicity in rat hippocampal neurons

compound B for 96 h and then challenged with AB-1-42 (agitated for 3 days at 37°C in the dark) for 24 h at a concentration of 15 yM. Neuronal 120 120
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activity against AB3-1-42 and oligomeric Tau toxicity, which are thought to underlie neurodegeneration BDNF  STAR compound A (uM) STAR compound B (uM) BONF  STAR compound C (uM)
and cognitive impairment in Alzheimer's disease. Vehicle TauO (5uM) Vehicle TauO (5uM)

Therefore, STAR therapy emerges as a potential disease-modifying, novel pharmacological option _ _ _ - _ - _
Fig.2 Neuronal survival assessed by the MTT assay in control neurons (dark blue bars), neurons injured with hTauO (black bars), neurons injured with

for the treatment of Alzheimer's disease and other tauopathies that warrants further investigation_ hTauO and treated with BDNF (light blue bars) and neurons injured with hTauO and treated with STAR compounds A, B, C and D at the following doses: 0.03
uM, 0.1 uM, 0.3 uM, 1 uM and 3 uM (white bars with black lines). Data are expressed as percent of vehicle (set at 100%) and represent the mean + SD. * P<0.05

vs vehicle-treated cells, # P<0.05 vs hTauO-treated cells (One-way ANOVA followed by Scheffé’s test).
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