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OBJECTIVE In vivo results

. . . . . e ATXN2 mRNA was knocked down by AVB-205 by up to 70% in a dose-dependent manner in the cortex of
To develop a vectorized adeno-associated virus (AAV) gene silencing approach to BAC-ATXN2-Q72 mice (Figure 2A).

modulate ataxin-2 (ATXNZ) expression as a potential therapeutic approach for some * Between 1-10 vg/cell of AVB-205 in cortex yielded a significant ATXN2 mRNA knockdown (on average: 29-70%;
neurodegenerative diseases. Figure 2A-B).

e ATXN2 mRNA knockdown by AVB-205 was 25—-30% in spinal cord yielded from 0.25 vg/cell (Figure 2C-D).

INTRODUCTION Figure 2: ATXN2 mRNA knockdown by AVB-205 in BAC-ATXN2-Q72 mice
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HEK293 cells. Doses: 3-fold dilution between doses.

e ATXN2 mRNA knockdown was assessed by gPCR.

e AVB-205 achieved up to 59% Atxn2 mRNA knockdown in a dose-dependent manner in the cortex of wild type

In vivo lead candidate assessment littermates (Figure 3A).

* The vector with the greatest in vitro ATXN2 mRNA knockdown efficacy (AVB-205) was selected for in vivo evaluation in

. * On average, 5-7 vg/cell yielded a knockdown of 20—-60% (Figure 3B).
BAC-ATXN2-Q72 transgenic mice.

* Atxn2 mRNA knockdown by AVB-205 was 22%, yielded from 0.35 vg/cell in spinal cord (Figure 3C-D).

* AVB-205 (4 doses), vMiX.CT (Control vector; CONT), or vehicle (PBS) were administered by intracerebroventricular
(ICV) injection into neonatal heterozygous BAC-ATXN2-Q72 mice and their wild type littermates.

o After 8 weeks, all mice were euthanized and ATXN2/Atxn2 mRNA knockdown, miRNA guide expression, and vector Figure 3: Atxn2 mRNA knockdown by AVB-205 in wild type littermate mice
genomes per cell (vg/cell) were evaluated in cortex and spinal cord by digital PCR (dPCR) and qPCR, respectively.
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"g'a or miRNA guide expression (p<0.0001; Figure 4B).
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Figure 4: Relationship between vg/cell, guide, and ATXN2 mRNA
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development for ALS and some forms of FTD.
Mean £SD. Statistical significance assessed by mixed effects analysis *p<0.05 (vs CONT).
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ABBREVIATIONS: AAV: adeno-associated virus; ALS: amyotrophic lateral sclerosis; ANOVA: analysis of variance; ATXN2: Ataxin-2; BAC-ATXN2-Q72 mice: transgenic mice expressing human ATXN2; CONT: control vector; dPCR: digital polymerase chain reaction; FTD: frontotemporal dementia;
G: miRNA guide candidate; ICV: intracerebroventricular; mRNA: messenger RNA; miRNA: microRNA; PBS: phosphate-buffered saline; gPCR: quantitative polymerase chain reaction; SD: standard deviation; TDP-43: TAR DNA-binding protein 43; vg: vector genomes; vMiX™: miRNA silencing platform.
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