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[52]
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Human
MI-ND1 Ref. GITTACTCARTCOTUTURTCACCOTGRGCATCA {SEQ-ID RO:143) {H-strand}
Sample AA change Read (%)
Allete-1 CFL AT GRATCC P CTGATCAGGO TGAGLATOA. (SRG 15 N0 144) - 82
Vg g e R NG T
Clone'3 Aligle-2 CIYPTACTCRATCOTCTORTEACCETORGUATOR. (580 T HO:145) S19L 21
134.% VY 8 1 5w LG W oA S (SEQ TD RO1IAB)
Alleted CTTTACTCARTCCTCTaATCACUCTACIATIA. (BEQ ID NO1147) wiig* 13
M el 0 ol o
Allsle-t EPTACTCARTCORCIGAT LARGGIGAGLATD SHsL 40
ViR g e s e e
Allele-2 £ CRATCOCTOT aRTCRCCUTCRGCATCR wils* 32
Clone 10 YMoXis 1L 3o 6 oW A8
182% Allele-3 GIPTACTCAAPCOTCT AT LAGGETGRAGONECA W118%, StioL 20
MR G g
Allele-4 TTTACTCARNICLTCT CAGBGTEAGEATER B 2
Yy grany B g o8 s
Allele-1 BLTTRCTE CTCTGRTL AGGGTEAGERTCR S8 40
Ye Huw new ko8
Allgle2.  GTITACTCAMTUCTCTaATCAGGETENGCATCR wiis* 35
Clone 16 Vi g n i e s 6w a0
+80% Allele-3 CITTACTCARTCCTCTGATCACGOTCACCRTCR - 16
RS s
Allele-4 GITTACTCAATCCICTAATUAGGGTGAGCATCE W18, S119L 5
e e e T
Allele-1 GITTAL TCTGATCACGETGAGCA = 50
Vio¥Yos 1L oW s 6w A B
Clorie 27 Allste-2 SIPTRCTCARTCCTCIGAT LAGGGIBAGEATTA S16L 26
T45% e e
Alisle-3 GIPTACTCARTPCCTCTAMTCAGGETBABTATCR wig* 19
Viyiwr oy s e w e
Allele-1 FETTATTOAA T AGGHTGAGCATCA S119L 40
e e e
Allele-2 TTTACTCARTCLTE TLRGGGTERECAT Wie" 35
Clone 30 VoY s DL 8 U W A8
190% Allele-3 GT CAATCCTCTAATEACGUTCRGCAT A W118*, 81191 15
Vovigaannaamagngg g
Allele-4 FITTACTCANTCCTCTEATCREGETHRECATCR = 5
Yoy sy s gy s e
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LB Lo oy
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mow o p Vg g g e e
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Human
MT-ND2  Ref  CTACGCCTAATCTALTCCACCTCAATCACACTACTCCCC {H-strand}
Read
Sample AA change (£
Allele-1 CTACGCCTARTCTACTCCACCTCAATCACACTACTCCCC - 53
LR r oty 8 o8 7 W oL L b = ;
Allele-2 . CTACGCCTARTCTACTCEACCICARTCACACTACTCCCE S299F 28
LR LoDy osomos fonopoy o
Clone 31 | Allele-3” CIACGCCTARTCIACTY £ALLTCARKTCACACTACTCCCE S299F, T300! 9
LR oL oY v ogiros g7ow g g o8
Allglesd CTACGCCTARTCTACTECALCTCAATCACACTACTCLCT S299F, T300! 2
L R E ¥ % 1 8 % 70w
Aliele-5  CTACGCCTARTCTACTECACCTCARTCACACTACTOCCT 8299F 2
Loe L o3ov B w5 3R pnop ‘
Allete-  CTACGCCTAATCTACTCCRCCTCARTCACACTACTLCCC - 40
L R L Iy s w8 ooy op :
Allele-2 B BATCTACTE EACCTURNTCACALTACTCOCE S299F 37
L B 1 o1 Y p o7 s 3 o9poy o8 .
Clone'az | Allele-3  CTACGCCIAATCTACTCEATLTCAMTCACACTACTCCCC S299F; T300! 1
L R L T v P ¢ s 1 8w op 3 B ~
Allele-4 . CTACGCCTAATCTACTLEALCTCARTCACACTACTICCC S299F, T300! 3
LR 11 v PR s rovnne e
Allele-5  CTACGCCTAATCTACTECACCTCARTCACACTACTCTEC S299F 2
L R L I Y F TSI T L L P
Allole-1  CTACGCCIARTCTACTCCACCTCARTCACACTACTCOCS - 48
L R L 1 ¥ s ®os 17 gy o5
Allele-2 | CTACGCCTAMTCTACTELACCTCARTCACAUTALTOCCE S299F 34
LR B oIy BoRosiwoagi g B
Clone 33 Allsled ' CTACGCCTARTCTACTELALLYCARTCACRETACTCCLE B299F, T300! 1z
8 Lom b e e gy g e )
Allele-4  CTACGCUTARTCTACTLUALCTURATCACALTACTLCCT S299F, T3001 2
LR 3% v e o5 3 m oy o3 b :
Allele-5  CTACGCCTAATCTACTLCACCTCARTCACACTACTOCCC S299F 1
LR Loy g 7 o8 3w gy op -
Alleles!  CTACGCCTAATCTACTCCACCTCARTCACACTACTOCCE « 72
SLOR DY s o8 3 wmoniE B ,
Alleles2 . CTRCGCCTARTCTACTLLACCICAATCACBCTACT B299F 18
L R L 3 ¥ e % & 7 o8 0 5P - :
Clone 34 | Allele-3. CTACGCCTARTCTACTEEATLTCARTCACACTACTCCCT ) S298F, T3001 3
L R L I ¥y P f B 17T L L P
Allele-4  CTACGCCTARTCTACTELALOTCAATCACACTACTOCCT S299F,; T3001 1
LR L opw¥ oros o3 omoagonp -
Allgle:5  CTACGCUTARTUTACTECACCTCARTCACACTACT S2909F 0.4
L R L I v F T s 1 % Py P
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[=13]

a TALEA,

At
~TC?AGCCT&GCCG?T?&TCMTCCTCTG&TCAG%TG&KATCM&CT%ﬂ3’ {H-atrand)
&GWAMACTAGTCCCM G’!’Aﬁﬂ?&kﬁ‘f $* {L-strand)
oo

b ZFD & TALE-DACBE - TALE-DACBE
ZFD pair combinalion paif pair

o

4
£

g 30

£ B8l Left-(31397-N + Right-G1397-C
§ 20 i Left-G1397-C + Right-G1337-N
g W i Untreated

L3

& oﬂé’ﬁq c«&g@&y &
fﬁﬁﬁ“&ﬁébaﬁ«f«fﬁfﬁyvfﬁ«f

ZFDLI-GI397-N + ZEDRIGTTC
ZFOAL1-G1397-C * ZFD-RT-G1IOT-N
ZFDL2-GI3OT-N » ZED-RI-GTIOT.C
ZFD-L2-G1397-C + ZFD-R1-GI30T-N
ZFDAI-GI30T-N + ZFORI-GII0T-C
ZFDL3-G1387-C + ZFD-R1-G1IST-N:
ZFD-L2-G1397-N + ZFD-R2-G1397.C
ZFD-L2-G1307.C + ZFD-R2.-G1397-N

ZFD-L3-G1397-N + ZFD-R2-G1387-C
ZFOAS-G1387-C + ZFD-R2-GI367T-N
TALE-L-G1307-N + ZFD-R1-G1387.C
TALEL-G1387-C + ZFD-RI-GIIOT-N

TALE-L-G1307-N + ZFD-R2-G1397-C
TALEAL-GI307.C + ZFD.R2.G1397 N4

ZFDL1G1397-N + TALE-R-G1397.CH
ZFDAGIIST-C+ TALE-R-G 1397 N+
ZFDL2-CH397-N + TALE-R-G1307-C
ZFOLR-GI307-C'+ TALE-R-G1397-N+
ZFOA3-G1307-N + TALE-R-G1397-CH
ZFOL3-G1397-C + TALE-R-G1397-N
TALE-L-G 307N + TALE-RA51387CH
TALE-L-G1397-C + TALE-R-G1387-N+

ZFD palr

combination pair

ZFD & TALE-DJCBE

ir

TALE-DJCBE

z 4

|, ~ s
1 sy By G988
AHEY 10 20°%
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HEKZ293T cell, analysis at day 4 after transfection
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W .
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]
]
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HEK293T cell, analysis af day 4 after transfection

a ¥
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0 10 20 30 40 50
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b c
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T ———————
200 400 800 800

o0 (3] o2 03
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T s
4 [
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HEK283T cell, analysis at day 4 after transfection
On-target
mRNA: 500ng

Y]

iR

o e OR

mRNA: 10ng

'EIEX

W e e e

mRNA:Sng

re
H o R AON WS I SN0 T U0 TRET 100 16
et
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untreated
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oo ¥ erk

HEK203T cell, analysis at day 4 after

Plasmid

MRNA

¢ 10 20 30 40 50
CIG to TIA editing frequency (%)

[

5001
200ng
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Sng
10ng:
Sng

5001

200
100ng:
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10194 ﬁ
sng]
untreated ]
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MRNA

AR S sy
200 400 600 800 1000

Number of edited C/G sites
with frequency21%

sy gmenmmep—
90 01 02 03 04 05
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CTACGLCTAATC TACTCLACLTCAA TCACACTACTCC
2 LAl ATGAGGTGGAGTT AGIOTGA
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a b
WT
¢
i QG
mRNA .
200ng} g ' Jasway
mRNA| WT'
100ng{ g .0 fold | B
mRNA| WT-§ N
— 100ng
untreated )
80 04 02 03 04 05
Aver. of CIG to T/A editing fr y
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d
WwT
mRNA|WT- |
200ng} qq 199 [x3:3 fold n
RNAWT $ 218 S0ng
i $ 218 -
100ng} qq " o, )
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50ng{ aq4 12 .. X33fold |
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AR P . e
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Lettuce 198 1ONA Rapeseed 185 rDNA
Wt ATGAMCTCAAAGGA COTA wT  ATGAAACTCAAAGGA ©0mTh
| ATGARACTEAAAGGA 082 % A | ATGARATTLARAGGA 032 %
g.ﬁﬁmmwamm% 067 % cas | ATGAMACTCAMRAZA 025 %
| ATGARACTCAAAGEA 023 % 21 | AraaaatTtAMRIA  O11%
% cxz | ATGAAACTEAAAGGA  102% 2 | ATGAARTTLAARGEA D10 %
21 7 [ ATGAAALTLAMAGGA 082% 3 | ATGAAALTEARAGGA 034 %
5| ooy |ATGARACTELAMGGA 086 % é o#2 | ATGAAACTCAAAZA  028%
é I ATGAAATTEABAGGA 033 % 5 {ATGAMACTEAMABBA  010%
E cps |ATGAMACTEAMAGGA 035%
| ATGAAALTEAMAGGA 019 %
Letiuce psbA
WT GACCTTGGATTGLTGTTG oA
GACCTTasATTIOLTGTIG 291 4%
C#1 | GAtLTTGGATTGCTGTTG 026%
GALtTTaaATTGCTGTTG 022%
; GACCTTaaATTGLTGTTG . 391 %
o#2 | GAT{TTasATTGCTGTTG  051%
& BACCTTaaATTGLTRTTG 029 %
: GACCTTAaATTGCTGTTG  136%
% o#3 | GALCTTGGATTGCTGTTG 045%
GACCTTGGATTACTGTTG 025%
5 GACCTTaaATTGLTGTTG  231%
C#4 | GACCTTGIATTGCTGTTG  027%
GALLTTGGATTGCTGTTG 024%
(b)
Rapeseed aips
WT GGGATTTCARAGAC Co®TA
Slost | GOGATTTTAMGAL 2422%
g GGGATTTLAAAGAC 041 %
2g|™ |GeaaTTTIARMAC  013%
L
Rapeseed rps1d
WT  TCTTTCGAATTTATCGT
o i’rxmmmm*mm? 052%
TCTTTEGAATTTATCGT  030%
g TCTTTCAAATTTATCAT  1.00%
HE ivcme:mwuwsv 05i%
TCTTTCGAATTTATCAT  037%
[5=28]
Lettuce 16s tDNA
Edited allele
WT  ATGAAACTCAAAGGA = "= %)
LeM-G1333-N + Right. G1333:C ATGAAACTLAAAGGA 211051
’ R OTSE | ATGAAALTEAAAGGA  2.09:0.70
ATGAAACTCAAAGaA 0691025
. ATaAAACTCAAAGGA 98132
Lefl-G1307-N + Right- G1397-C | ATGAAACTtAAAGGA 83118
ATaAAACTEAAAGGA 0.75:0.13
LoRt.G1367-C + Right. G1307-N ATGAAACTLAAAGGA 691088
S ETITC L ant G197 N | ATaAAACTCAAAGGA 44113
ATaAAACTEAAAGGA 0.34+0.089
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