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with a wider editing window. When used in combination with different
aptamer binding proteins and sgRNA scaffolds, we show that regions of the
genome not previously attainable with previous configurations can now be
efficiently edited. We also show that when using a dual aptameric
approach, simultaneous editing with multiple deaminases can be performed
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Figure 1. In one possible configuration of the Pin-point platform, a Cas9
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delivery of Pin-point mRNAs (nCas9 and rAPOBEC1) and synthetic Position (bp 3" of PAM) characterize novel Pin-point system configurations containing
aptameric sgRNAs. Percentages of C to T conversion are reported. B) additional deaminase and Cas components.
Protein knockout of 4 targets analysed by flow cytometry. C) In Vitro | 4 ,re 4: A) Graphical representation of Pin-point base editing system with Type V |
tumour cell killing assay performed with either empty (control) or CD19- |, cjease. B) dCasONYX is a compact Type V protein less than half the size of dCasONYX is a novel evolved Type V nuclease generated by
CAR ~ expressing lentiviral  vector transduced - cells - and mock | gpcasg. Figures and data courtesy of Epicrispr Biotechnologies (Epic Bio). Epic Bio, with unique characteristics when used in the Pin-point

electroporated (Non Edited) or T cells edited with a Pin-point system
(Quadruplex Pin-point System). n =3 T cell donors for A-B,n=2 T cell
donors for C. D) Four genes are edited simultaneously in iPSCs after
delivery of Pin-point mRNAs (nCas9 and rAPOBEC1) and synthetic

Two aptamer-sgRNA designs with placement of the aptamer at differing positions system.
within the gRNA scaffold (design 3 and 5) were tested across a variety of genomic
targets in HEK293T cells. C) Percentages of target C to T conversion in samples
analysed by Sanger sequencing are reported across target sites. n=3; error bars

We have engineered two aptameric SsgRNA molecules
aptameric sgRNAs. Percentages of C to T conversion are reported. E) | 1geM. D) The C to T editing efficiency at each position of the 23bp target was compatible with a dCasONYX-based Pin-point platform that
Viability of IPSCs edited with single or multiple sgRNAs using the Pin- | 5y ara5ed over each replicate of each sgRNA tested. n=7 for each position: error bars allow efficient base editing at multiple target sites across the

point system or Cas9 analysed by flow cytometry 48hrs post +SEM.
electroporation. Viability was normalized to a no sgRNA control. F) -

Expression of the pluripotency marker Nanog in cells edited with the Pin- e : : : ..
point reagents analysed by flow cytometry 4 days post electroporation. Utllizing two aptamers with the Pin-point base editing system

Data shown in D, E, F are from two independent experiments with 2 allows for simultaneous editing at two sites in the genome
IPSC lines. ithout the loss of efficiency.

human genome.
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