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Introduction

Highly potent and specific ZFRs targeting PRNP

Potent single-neuron PRNP repression in the brain
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Effective PRNP repression in ZFR transduced
neurons of adult non-human primates

ZFRs potently and specifically repress human PRNP in vitro in human iPSC-derived neurons.
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N=5-8 mice per group. Mean + SD; One-way ANOVA; Dunnett’s
post test; comparisons against Vehicle group. PRNP levels are
normalized to Atp5b and Eif4a2.

N=5-8 mice per group. Mean + SD; One-way ANOVA;
Dunnett’s post test; comparisons against Vehicle
group. PrP levels are normalized to total protein.

One-Way ANOVA

N=5-8 mice per group. Mean + SD

RT-gPCR analyses for bulk brain
punches. N = 220 punches per

Neuronal promoter driven ZFRs potently reduce prion mRNA and protein expression in
human PRNP transgenic mice.The ZFRs were well tolerated following systemic administration
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ZFR | or ZFR 2 delivered to Tg mice resulted in 50-90% repression of bulk Prnp mRNA levels
across ten Central Nervous System (CNS) regions compared to vehicle controls.

Both constructs led to >70% bulk PrP protein knockdown in the brainstem.

In the CSF, ~70% PrP protein knockdown was observed, suggesting the majority of CSF PrP is
derived from neurons.

Figure 6. STAC-BBB drives widespread, robust expression and prion repression
throughout the adult NHP brain

* |HC (Anti-GFP) demonstrated broad transgene expression in the NHP brain |9 days after |V
administration of STAC-BBB at a 2E 13 vg/kg dose.

* RT-gPCR analyses revealed ZFR expression and PRNP repression in all 35 brain regions tested,
with the greatest reduction observed in the pons, lateral geniculate nucleus, and substantia nigra.
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the bulk tissue and single-cell level throughout the brain.

Ongoing quantification will characterize % transduction of neuronal vs non-neuronal cells and
PRNP repression at the single-cell level in different brain regions.

This work supports the initiation of an IND-enabling toxicology study for a STAC-BBB
delivered ZFR for the potential treatment of prion disease.
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