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INTRODUCTION RESULTS

PH1 is a rare, autosomal recessive disorder affecting an estimated 1 to 4 individuals per million, with most patients Figure 2. NHP POC: Genomic Editing, HAO1 Protein Knockdown in NHP Liver, and Serum Glycolate levels at Day 43 Figure 5. Multi-target Amplification (MTA) and NGS to Quantify Editing
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Days Post ARCUS Injection e Optimized nuclease MRNAs were characterized in vitro at a high concentration (>EC90) in liver cells, and indels were quantitated by amplicon
B controls Efficiency  Asingle infusion of AAV to deliver HAO nucleases resulted in greater than 35% editing at the HAO1 locus, greater than 95% knock-down NGS sequencing at the on-target site, as well as 32 potential off target sites detected in oligo capture.
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measuring changes in serum glycolate using LCMS. . Optimized HAO1 nucleases achieved >50% editing at the HAO1 locus, 98% knock-down of HAO1 protein in NHP
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* (A) Optimized nucleases have equal or greater potency than HAOv1.1 as measured by genomic editing (ddPCR) These data demonstrate the ability to optimize HAO ARCUS nucleases to specifically edit the HAO1 gene and
« (B) A highly sensitive oligo capture assay was completed with super-saturating mRNA doses of v1 and v6 HAO nucleases to qualitatively impact the glyoxylate metabolic pathway at therapeutically meaningful levels after a single administration in NHPs
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