
Polymerase-dependent synthesis of a
replacement strand encoded by the
polymerase against the DNA synthesis
template and which contains a desired
edit. The mechanism is envisioned to
operate similarly to prime editing.
Additional factors or effectors may be
added in trans or as fusions to facilitate
the reaction as a whole (e.g., (a) a
helicase to unwind the DNA at the cut
site to make the cut strand with the 3’
end available as a primer, (b) a FEN1 to
help remove the endogenous strand on
the cut strand to drive the reaction
towards replacement of the
endogenous strand with the synthesized
strand, or (c) a nCas9:gRNA complex to
create a second site nick on the opposite 
strand, which may help drive
the integration of the synthesize repair
through favored cellular repair of the
non-edited strand)
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FIG. 51

846 -0.47% (197 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - - A G G A A A G G A A G

847 -0.43 (181 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - A G A G G A A A G G A A G

848 -0.41 (173 reads)T G G G G C C C A G A C T G A G C A C G - - - - G G C A G A G G A A A G G A A G

851 -0.37% (156 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - G A A A G G A A G

855 -0.30% (125 reads)T G G G G C C C A G A C T G A G C T T - T G A T G G C A G A G G A A A G G A A G

860 -0.26% (112 reads)T G G G G C C C A G - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

864 -0.23% (96 reads)T G G G G C C C A G A C T G - - - - - - T G A T G G C A G A G G A A A G G A A G

865 -0.23% (96 reads)T G G G G C C C A G A C T G A G - - - - T G A T G G C A G A G G A A A G G A A G

866 -0.22% (93 reads)T G G G G C C C - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

861 -0.26% (112 reads)T G G - - - - - - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

863 -0.24% (100 reads)- - - - - - - - - - - - - - - - - - - - - - A T G G C A G A G G A A A G G A A G

853 -0.35% (146 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - A A A G G A A G

856 -0.30% (125 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - - - - - - A A G

858 -0.29% (121 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - - - - - G A A G

857 -0.29% (122 reads)T G G G G C C C A G A C T G A G C A C G - - - - - - - - G A G G A A A G G A A G

849 -0.40% (169 reads)T G G G G C C C A G A C T G A G - - - - - - - - - - - - - - - G A A A G G A A G

852 -0.35% (148 reads)T G G G G C C C A G A - - - - - - - - - - - - T G G C A G A G G A A A G G A A G

859 -0.27% (114 reads)T G G G G C C C A G A - - - - - - - - - - - - - - - - - - - G G A A A G G A A G

862 -0.26% (110 reads)T G G G G C C C A G A C T G A G C A C G T G T G A T G G C A G A G G A A A G G A

867 -0.21% (87 reads)T G G G G C C C A G A C T G A G C A C G - - - - - G C A G A G G A A A G G A A G

845 -0.52% (219 reads)T G G G G - - - - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

850 -0.38% (159 reads)T G G G G C - - - - - - - - - - - - - - - - - - - - - A G A G G A A A G G A A G

854 -0.31% (132 reads)T G - - - - - - - - - - - - - - - - - - - - A T G G C A G A G G A A A G G A A G

Substitutionsbold

- - - -

Insertions

Deletions

Predicted

cleavage position

T G G G G C C C A G A C T G A G C A C G - - - - - - - - - A G G A A A G G A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - A G A G G A A A G G A A G

T G G G G C C C A G A C T G A G C A C G - - - - G G C A G A G G A A A G G A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - G A A A G G A A G

T G G G G C C C A G A C T G A G C T T - T G A T G G C A G A G G A A A G G A A G

T G G G G C C C A G - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

T G G G G C C C A G A C T G - - - - - - T G A T G G C A G A G G A A A G G A A G

T G G G G C C C A G A C T G A G - - - - T G A T G G C A G A G G A A A G G A A G

T G G G G C C C - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

T G G - - - - - - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

- - - - - - - - - - - - - - - - - - - - - - A T G G C A G A G G A A A G G A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - A A A G G A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - - - - - - A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - - - - - - - - - - G A A G

T G G G G C C C A G A C T G A G C A C G - - - - - - - - G A G G A A A G G A A G

T G G G G C C C A G A C T G A G - - - - - - - - - - - - - - - G A A A G G A A G

T G G G G C C C A G A - - - - - - - - - - - - T G G C A G A G G A A A G G A A G

T G G G G C C C A G A - - - - - - - - - - - - - - - - - - - G G A A A G G A A G

T G G G G C C C A G A C T G A G C A C G T G T G A T G G C A G A G G A A A G G A

T G G G G C C C A G A C T G A G C A C G - - - - - G C A G A G G A A A G G A A G

T G G G G - - - - - - - - - - - - - - - T G A T G G C A G A G G A A A G G A A G

T G G G G C - - - - - - - - - - - - - - - - - - - - - A G A G G A A A G G A A G

T G - - - - - - - - - - - - - - - - - - - - A T G G C A G A G G A A A G G A A G



875 -ReferenceC A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

875 -0.33% (183 reads)C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

877 -0.21% (120 reads)C A C C A T G G C G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

878 -0.20% (113 reads)C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G T C G T T

876 -97.16% (54265 reads)C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

Line 5

875 -ReferenceC A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

875 -0.27% (267 reads)C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

877 -0.21% (211 reads)C A C C A T G G C G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

876 -97.35% (95642 reads)C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

Line 6

FIG. 53

Substitutionsbold

- - - -

Insertions

Deletions

Predicted cleavage position

C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

C A C C A T G G C G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G T C G T T

C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

C A C C A T G G T G C A C C T G A C T C C T G A G G A G A A G T C T G C C G T T

C A C C A T G G C G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T

C A C C A T G G T G C A C C T G A C T C C T G T G G A G A A G T C T G C C G T T
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