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Introduction FIGURE 1. Schematic of EDIT-101

« LCA10 i1s an early-onset retinal degeneration caused by
mutations in the CEP290 gene. CEP290 localizes to the AAV5
connecting cilium of photoreceptors and is required for l\
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Ean)ge P P CEP290 it ISP mutation CEP290 corrected with EDIT-101 « Cas9 mRNA and gRNA expression peaked at 2 weeks post- ¢ EDIT-101 achieved target therapeutic threshold of 10% of
— injection and remained stable through 40 weeks. productive CEP290 edits in photoreceptors®4 in a dose-
+ Previously, we demonstrated that delivery of B vszs o 46\_:/@_ — Total CEP290 gene editing peaked at 6 weeks post-injection and dependent manner.
SaCas9/gRNA pair can specifically remove the intronic DNA 7 Bon 26 =Xon 2y P > = was maintained through 40 weeks. » Total CEP290 gene editing efficiency by EDIT-101 correlated with
sequence containing the mutation, thus restoring normal Deletor - Editing levels were similar at the two doses, and time to peak was = expression levels of SaCas9 mRNA and gRNA using a nonlinear
CEP290 RNA splicing and protein expression* (Fig 2). l/ Franserintion l shorter at the higher dose. regression model.
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used for assessing EDIT-101 specificity using multiple = mRNA | Exon 26 I Exon 27 | [ Exon 26 | Exon 27 | FIGURE 6. Targeted CEP290 editing achieved iIn  |FIGURE 7. No off-target sites were detected for
orthogonal methods. human retinal explants treated with EDIT-101 gRNA A and gRNA B
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whereas EXPression levels of Cas9 mRNA and gRNA were t t t -th EDIT-101 at 5E13 / | * In the verification phase, no editing was measured for the gRNA B off-target site identified in Digenome-
measured by RT-gPCR in mouse retinas (Fig 4 and Fig 5). y | | A . reatment wi -iula vg/mL. Seq (chrl14:38144570-38144571). The lower limit of detection is 0.1%.
In silico Biochemical Cellular . Discovery
« Human retinal punches were transduced with EDIT-101 CasoininaemRigenomesscqiRCHIDEScdl Phase Conclusions
(5E13 vg/mL) and cultured for 28 days, untreated punches \ ¢ /
served as contro’s. Genomic DNA anc RNA were isolated. : 1. Subretinal delivery of EDIT-101 has demonstrated efficient transduction of mouse neural retina and achieved predictive therapeutic levels
pooled across punches, and the on-target total and Targeted Sequencing Assay Panels _ Verification - subretinal defivery o - ?S emonstrated efricie | ansduction ormouse neural retina and achieved p peu
oroductive (deletions and inversions) editing at the IVS26 in cells as relevant as possible Phase of targeted CEP290 gene editing in HUCEP290 IVS26 KI mice.
ocus was measured by UDiTaS>®>" (Fig 7). I - 2. Human retinal explants transduced with EDIT-101 showed productive editing.
. Off-targets for guides A and B were characterized using Off-target sites 3. Specificity for both guides was characterized using multiple orthogonal approaches, and did not detect any off-target editing.
multiple orthogonal approaches in a “Discovery Phase” and | v In summary, the results support the clinical development of EDIT-101 for the treatment of patients with LCA10-1VS26.
“Verification Phase” (Fig 3 and Fig 8). Risk assessment
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