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>50% of screened ZFP-TFs repressed human alpha-synuclein ZFP-TFs reduced human alpha-synuclein expression in vivo and
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potential to halt or slow PD progression. H .

o _ ) o _ ZFP-TFs were screened for human alpha-synuclein repression in the SK-N-MC human 2 5000004 RS
Z“"C? finger protelns. (ZFPS) are naturally occurring human DNA-binding protelr.ls ?nd may be neuroepithelial cell line. ZFP-TFs were designed against the sequence 500 bp upstream of 2 %007 W IFRIR2
engineered to specifically bind any genomic sequence. When fused to transcriptional transcription start site (TSS) 2a to 500 bp downstream of TSS 2b. There was a broad range of g w
regulatory domains to form ZFP transcription factors (ZFP-TFs), they can be used to alpha-synuclein repression activity in the initial screen. i 1000007 3 § 2001
modulate the expression level of the targeted gene. We produced ZFP-TFs comprising 1) a . . egw & _M '=é g Rons o
ZFP DNA-binding domain targeting the human SNCA sequence, and 2) the KRAB domain _ZFP'TFS _had a broad range of repression activity in human Mo T — — 5 1007
of the human Kox1 protein. These constructs were screened in human neuroepithelial cells iPSC-derived neurons & °<~°+°°<@+i\,,>~>‘°i\,§‘@~>‘° &&6\%@” @‘:@o s
transiently transfected with mRNA coding for each of 384 ZFP-TFs. The screen identified & & @\,@ & 6@*‘ @"‘ <eQo“” «*‘7’(}@‘ “‘oé"” ST T T T 1

. . . . . o & & S \.
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