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Zinc finger (ZF) activation platform TAD candidates displayed a wide range of activity and specificity Validation of activity and specificity of additional ZFAs in neurons

Modulation of target ge.ne; to Conlf:m"ed therapeutic levels « ZF-repressors (ZFRs) and activators (ZFAs) allow On-target activity screening Off-target specificity SC;‘ZZ;‘::E * Additional ZFAs with new TADs were found to maintain activity and specificity in neurons
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numbers Qf differentially exp ressed genes (DEGs) * A total of 110 TADs were screened for on-target activity and 50 TADs screened for off-target specificity

* In ZF-p65 activator screens, high numbers of DEGs were routinely observed in neurons. NeW TADS maintain on-target activity With great ly en hanced
* Expression of ZF-p65 in various ne.uronal cells indicates p65 has a suboptimal specificity profile when SpeC'lf]C'lty prOfi leS in bOth human and mouse neurons

expressed long-term at high levels in neurons

ZFAs with candidate TADs are active and well-tolerated in mice at
high doses

Candidate TADs in vivo In vivo single cell on-target activity e In situ hybridization RNAscope data
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* Some DEGs observed in TAD samples were common across TADs tested which suggests a ZFP off-target or a
® FDR p-val < 0.05; Downregulated ~ @ FDR p-val < 0.05; Upregulated * Genome orthogonal ZFs have no target binding site in the genome .
O On-target gene (See Poster #722 for details) downstream effect of target gene upregulation

* We identified a panel of human-derived, active TADs with high specificity including engineered proprietary TADs
* TADs have a range of activity, which provides a toolbox to fine tune levels of gene activation

* Candidate TADs maintained activity and specificity in mouse and human neuronal cells

ldentification of nhew TADs with improved specificity profiles

TADs are compatible with multiple ZFs across multiple targets

* Candidate TADs were validated with additional activation targets demonstrating the modularity of Sangamo’s ZFA
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