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EMX1 Cs |[Ce [Cq0 FANCF Ce¢ [C7 [Cs [Cqq
0 UM XTEN Al 0.1% 0.1%| 0.1%[ |0 UM XTEN A | 0.1%] 0.1%]| 0.1%| 0.1%
C 199.8%|99.8%| 99.8% C 199.8%(99.8%99.9%/99.9%
G| 0.0% 0.0%| 0.1% G| 0.0%| 0.1%/| 0.0%] 0.0%
T 0.0% 0.1%| 0.0% T | 0.0%[ 0.0%| 0.0%| 0.0%
1.85 UM XTEN [A | 0.1% 0.0%| 0.1%| [1.85 UMXTEN |A | 0.1%] 0.1%]| 0.1%| 0.1%
C | 60.4%|61.0%]99.1% C 163.9%(64.7%[65.0%| 72.6%
G| 0.0% 0.0%| 0.1% G | 0.0%| 0.0%| 0.0%] 0.0%
T 139.5%|38.0%| 0.7% T 136.0%135.1%34.9%| 27.3%

HEK293 site 2 Cs |[Cg |Cyy HEK293 site 3 Cs |C4 |C5 |Co
0 UM XTEN Al 0.1% 0.1%| 0.1%|[ |0 UM XTEN Al 0.1%| 0.1%] 0.0%] 0.1%
C |99.9%| 99.9%] 99.9% C 199.8%(99.9% 199.9%]99.9%
G| 0.0% 0.0%| 0.0% G | 0.0%] 0.0%| 0.0%| 0.0%
T 0.0% 0.0%| 0.1% T | 0.1%][ 0.0%| 0.0%| 0.0%
1.85 UM XTEN [A | 0.1%| 0.1%] 0.1%| [1.85 UMXTEN |A | 0.1%]| 0.1%]| 0.0%| 0.1%
C | 80.6%]| 76.9%] 99.6% C 192.2%|74.8%|71.5%]96.6%
G| 0.0% 0.0%| 0.0% G | 0.0%| 0.0%| 0.0%] 0.0%
T [19.3%22.9%| 0.3% T | 7.7%|25.1%28.5%| 3.3%

HEK293site 4 | |3 [C5 |Cg |C41 | |RNF2 C3 |[Ce

0 UM XTEN Al 0.1%| 0.0%| 0.1%| 0.0%] |0 UM XTEN Al 0.1%] 0.0%

C 199.8%99.9%]99.8%(99.9% C 199.9%(99.9%

G| 0.0%| 0.0%| 0.0%]| 0.0% G| 0.0%]| 0.0%

T | 0.0%| 0.0%] 0.1%| 0.0% T 0.0%| 0.0%

1.85 UM XTEN |A | 0.1%| 0.1%| 0.1%]| 0.1%]| |1.85 UMXTEN |A | 0.1%] 0.0%

C 198.8%]|60.1%|97.0%(99.4% C 159.1%|57.8%

G| 0.0%| 0.0%| 0.0%| 0.0% G| 0.0%]| 0.0%

T 1.1%|39.8%| 2.9%| 0.5% T 140.8%(42.1%
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EMX1 Cs |G [Cqp FANCF C %7 1% [C1q
A 0.0%] 0.0% 0.0% A 0.0% 0.0%| 0.2%| 0.1%
untreated 1S 99.5%| 99.7%0100.0% | ... [C 09.9%| 99.8%| 99.8%]| 99.9%
G 0.0%| 0.1%[ 0.0% G 0.0% 0.0%| 0.0%| 0.0%
T 05%| 0.2%| 0.0% T 0.1%| 0.1%| 0.0%| 0.0%
A 0.7%| 0.5%| 0.0% A 0.3%| 0.1%| 0.0%| 0.0%
4] 0 Y]
I e e s I o e Ca o e
. )] . 0 . [s) . 0 . (1] . s] . (1]
T 3.6%| 3.3%| 0.0% T 1.2% 0.7%| 1.0%| 0.2%
A 0.2%| 0.0%| 0.0% A 0.0%| 0.0%| 0.1%| 0.0%
C 81.8%]| 82.5%[100.0% C 93.2%]| 93.5%| 93.4%]| 98.2%
XTEN-UG G 0.6%[ 0.3%| 0.0% KTEN-UGH G 0.0% 0.0%| 0.0%| 0.0%
T 17.4%] 17.1%| 0.0% T 6.7% 6.5%| 6.5% 1.8%
HEK293 site 2 Cs [Ce [Cq HEK293 sife 2 Cs [C4 [C5 |Cg
A 0.3%| 0.2% 0.2% A 0.0% 0.0%| 0.0% 0.0%
C 99.7%] 99.7%| 99.7% C 100.0% [ 100.0% [ 100.0%[ 99.9%
untreated  Fe—1"0'0% 0.0%| 0.0% |“""¢2€d TS T o0.0% 0.0%| 0.0% 0.0%
T 0.0%| 0.0%| 0.0% T 0.0% 0.0%| 0.0% 0.1%
A 0.3%| 0.3% 0.3% A 0.0% 06%| 0.3% 0.1%
C 99.7%| 99.4%]| 99.7% C  [100.0%[ 95.8%] 95.8%]| 99.2%
XTEN G 0.0%| 0.3%| 0.0% XTEN G 0.0% 0.2%| 0.7%| 0.4%
T 0.0%| 0.0%] 0.0% T 0.0% 34%| 3.2%| 0.3%
A 0.3%| 0.2% 0.2% A 0.0%| 0.3%| 0.3%| 0.0%
[4) 4] )
ey [E(ETITIATN | crenua [E—[RE{EOT AL
. ) . ] . 0 . 0 . 0 . (s} . 0
T 0.9%| 1.3% 0.0% T 3.2%| 16.8%] 19.4%| 1.3%
HEK203 site 4 C3 |Cs; [Cg |Cyy RNF2 Cy |Cg
A 0.0%| 04%[ 0.0%l 0.0% A 0.0%| 0.0%
C 99.8%97.6% | 99.9%}100.0% C 99.9%)| 99.5%
untreated =000l 101 0.0%] o.0% | el G 0%l 0.2%
T 0.2%| 1.0%[ 0.0%| 0.0% T 0.0%| 0.3%
A 0.0%| 1.1%] 0.0%| 0.0% A 0.0%| 0.0%
C 99.6%|92.2% | 99.9%[100.0% C 99.8%| 99.3%
XTEN G 0.0%| 22%[ 0.0%| 0.0% XTEN G 0.0%| 0.2%
T 0.4%| 45%[ 0.0%| 0.0% T 0.2%| 0.5%
A 0.0%| 0.5%| 0.0%| 0.0% A 0.0%| 0.0%
C 99.4%|86.7% | 99.1%[100.0% C 99.6%| 99.1%
XTEN-UGI G 0.0%] 1.8%[| 0.0%] 0.0% XTEN-UGI G 0.0%| 0.4%
T 0.6%| 11.0%] 0.9%| 0.0% T 0.4%| 0.5%
FIGURE 10
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GAGTCCoGAGCAGAAGAAGAAGGG
GGAATC4C,CgTTC4{TGCAGCACCIGG
GAAC,ACLAAAGCATAGACTGCGGG
GGCC,C;AGACTGAGCACGTGATGG
GGCACsTGCGGCTGGAGGTCCGGG
GTC,ATC4TTAGTC,ATTACCTGAGG
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APOE4 Cys112Arg: 5-GBAGGACGTGC, GCGGCCROCTRE
APOE4 Cys158Arg: 5-GAAGC,GCCTGGECAGTGTACCAGS
CTNNB1 Thrd1Ala: 5-CTGTGGC,AGTGGCACCAGAATGE
HRAS Ging1Arg: 5.CCTCOC,GBCCGGCEETATCCAGE
p53 Tyri63Cys: 5-GCTTGC AGATGGCCATGGCGLGR
p53 Tyr2360ys: 5-ACACATGC,AGTTGTAGTGGATGE
P53 Asn239Asp: 5. TGTC,ACACATGTAGTTGTAGTGG
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Protospacer and PAM ssgquence: §.TTCCCCCCCOGATTTATTTATGG-Y

Saquence % of {olal reads
CCCCCCLC §2.4

TITTTTCC 182
TITITTIC 13.4
TIITTITY 3.3
TCCLOCLO 0.8

COCCTTCC 0.3

CCCTTICC 0.3

TITTTCCC 0.3
CCLCOTCLO 0.3

FIGURE 17
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EMX1: GAGTC,C,CAGCAGAAGAAGAAGGS
FANCEF: GBAATC,C,C,TTC, TGCAGCACCTGEG
HEK293 site 2. GAAC,AC AAAGCATAGACTGCGGG
HEK293 site 31 GGCC,CAGACTGAGCACGTGATGS
HEK293 site 47 GGCAC, TGCGGCTGGAGGTCCARE
RNF2; GTC,ATC, TTAGTCATTACCTGAGG
FIGURE 18A
EMX1 C. C.
NBE1 6.2% ©8.5%
NBET+UGI 97% 10.1%
NBEZ 80% 87%
FIGURE 18B
FANCF Ce C, Cy o
NBE1 37% 32% 34% 24%
NBE1+ UGl 75% 76% 75% 16%
NBE2 47% 48% 46% 0.8%

HEK293site2 C,  C

FIGURE 18C

ol

NBE1 04% 04%

NBE1 +UGI 186% 26%

NBEZ2 34% 59%
FIGURE 18D
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HEKZ93site3 €, Cs
NBE1 20% 1.9%
NBET+ UG 65% 67%
NBEZ2 10.0% 125%

FIGURE 18E

HEK283sited O

NBE1 1.4%
NBE1 + UGl  54%
NBE2 8.2%
FIGURE 18F
RNF2 Ca G

NBE1 0.7%  1.4%
NBE1 +UGI 34% 3.9%
NBEZ 25%  3.7%

FIGURE 18G
Non-protospacer Cs C T
untreated 99.93% 0.03%
NBE1 98.95% 0.03%
NBE1 + UGH 99.91% 0.06%
NBEZ 99.92% 0.04%
FIGURE 18H
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