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a Mecp2 target sequence PAM
Target 1 CTGGGAGAGGGAGCCCCTCC AGG
Target 2 AAAGGTGGGAGACACCTCCT TGG
Target 3 TCCAACCTTCAGGCAAGGTG GGG
Target 4 AGGAAGTCTGGCCGATCTGC TGG
Target 5 CCATTCTGCAGAGCCAGCAG AGG
Target & CTCTGAGGCCCTGGAGATCC TGG

b

indef (%) 5 21 ND. ND. ND. ND. 23 13 ND

FIG. 6A-B
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target | target sequence PAM

Dnmit3a | TTGGCATGGGTCGCTGACGG | AGG
Dnmt1 | CGGGCTGGAGCTGTTCGCGC | TGG
Dnmt3b | AGAGGGTGCCAGCGGGTATG | AGG

Splas8 + + +
DNMT 3xsgRNA  + - + - + -

indel (%) 270 ND. 336 ND. 286 ND.

FIG. 10A-B
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Ease of engineering

Ease of ex vivo delivery

Ease of multiplexing

Zing Finger Nucleases

Small number of positional
mismatches folerated

Difficult, may require substantial

protein engineering

Relatively easy through
methods such as
electroporation and lentiviral
transduction

Low

TALE Nucleases

Small number of positional
mismatches tolerated

Moderate, requires complex
molecular cloning methods

Relatively easy through
methods such as
electroporation and lentiviral
transduction

Low

CRISPR-Castd

Positional and multiple
consecutive mismatches
tolerated

Easily re-targeted using

standard cloning procedures
and oligo synthesis

Relatively easy through
methods such as
electroporation and lentiviral
transduction

High
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