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prises a functional nickase domain and a functional reverse transcrip-

- tase domain. The respective guide RNAs guide their associated fusion

(PR!ME De!) editor proteins to the dsDNA, which implement single stranded breaks

on opposite strands of the dSDNA. The respective reverse transcriptase

CYUYYOYTITITITIT & & e TTTTTIOTLONTIETTYY domains generate 3' overhangs. Repair of the dsDNA excises the por-
nick by PE2 ti'on of dsDNA disposed betweeg the'two single-stranded breal'<sA Ava-

l (Cas9 HB40A) riety of configurations and applications of the method are disclosed,

providing flexible, facile, efficient, and precise methods to impose ge-
netic manipulations.
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