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INTRODUCTION VY1706 Treatment in Non-Human Primates (NHPs)-Biodistribution, Tau mRNA
and Protein Knockdown

Tau pathology is a hallmark of tauopathies, including Alzheimer’s disease (AD) and progressive supranuclear palsy Broad biodistrbution and robust tau MRNA
(PSP). In AD, the progression of tau pathology in the brain is strongly correlated with cognitive decline. PSP is a rare, m Necropsy Necropsy and protein reduction in key Alzheimer’s and
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regions of the VY1706-treated NHP that had
5-week or 11-week in-life. Tau protein levels
were normalized to total protein levels and
then further normalized to the vehicle
control. (F) There was a strong inverse

Summary: The extensive biodistribution of VY1706 into AD and PSP relevant brain regions, together with its robust
pharmacological activity, supports its potential as a promising one-time, IV treatment strategy for these Tauopathies.
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siRNA1 demonstrated robust potency in tau mRNA knockdown in various cell lines. (A) A ten-point dose-response experiment was conducted with siRNA1 in the BT-474 cells (Top),
and LNCap (bottom). The results demonstrated dose-dependent lowering of Tau mRNA with an IC;, ranging from 5-7 pM and maximal reduction by ~90%. Tau mRNA levels were
normalized to GAPDH mRNA levels and then further normalized to the mock control. (B) Robust 92% reduction of Tau mRNA was observed in SH-SY5Y cells with vectorized siRNA1
delivered with AAV9 (1E5 MOI). Tau mRNA levels were normalized to TATA-box binding protein (TBP) mRNA levels and then further normalized to the GFP and NTC controls. Statistical
significance was evaluated with a one-way ANOVA and Tukey’s multiple comparisons post-hoc test; *, **, *** and **** indicate p < 0.05, 0.005, 0.0005 and 0.0001, respectively.
Data are shown as the group mean = SEM. N=6 per group.
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A fluorescence in-situ hybridization (FISH) assay was used to measure Cynomolgus tau mRNA levels in
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Hi . Cortex, and (D) Frontal Cortex showing RBFOX3-positive neurons labeled with Opal 570, pseudocolor red,
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