PCT/US2020/025454

WO 2020/198675

1127

| Ol

(uopewioj gsq)
abeaea)d jabie]

Buipuiq jebie;
pue uoneuio} xajdwon

g |G

pladesy

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

2127

INOD | 914

‘uofjeuiunad) pue uopejAuspeijod yiog sejowodd Yaym
VYVYNVY Hiow asuanbas ayj spnjoul SI0jeuUiLIS)
uoissaidxs ueljewiiew pasn AJUCWIWOD 3y} JO 3UD
jeubiig uoejfuapeljod 2UCULIOH YIMOID SUlADY
wydHog

‘gouanbss yg

ay} o} ays () Jouop ao1jds [eWOSOWOIYD Y} WL
Bujsijds o} anp uvoisn; jeuonduosues; e Ul synsal
pue uoJjul Ue Ui $in220 J0}59A dedyy Jajowoid

£ JO UoIasul uaym passaldxs oq ues sush seuoday
ssapojoumiosd ay -asusnbes (yg) 103dasoe
ao1ds sauiejuos auab sspodal ssapsiowosd syy

vdHog

i0)danoy ao1dg

dgpooi1-0¢ vH by suabsuel dgp0g-0¢ VH Ho

LSAVY

lﬁ%ﬁg\/_\\/f\x\}ju\\/a

_ucmbw 9s18A2)) 6G5°'L11°SS-€16°060'GS

G

£S°CL zoibgy CIPGL NEE W

§M

€L zeidst g'¢idel
6144yo uswiny

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

3127

¢ Old
VYNQ pajebie}

asesjonuoqu gsends jeuBis uonezijes0] JesjdNN

jeubis uonezijeo0] JEsdNN

Jajowoid ygo awes sy}
woy d49 pue gsed yjoq
10 uoponposd smojje

:apndad vz

6se9 jo uoissaidxs
saALp :1ajowoid
(puaky ugoy-y
uRdIYD) Ygo

plwse|d Inoyoouy
6SeD/43dSI{D

uoldajsuei} AJUaA
Ajjensia 03 u19j0id
JUB2S3ION|{ UBBIY

jeubis uoneuiwIB |

YNYb jo uoissaidxs
saALp uajowold 9n

VYNQ 196.e) 0} puiq
gsen sdjay :pjoyess yNyb

YNQ 2iwouab ay) ug uoizeso] jebaey oioads e o}
6SY 0 sopinb :9suanbas yNy Buipos-uou ju gz

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

4127

WO 2020/198675

T
oy B e T
e

. . 2
R e e,
L,
N
% o

d PAMgRN

imize

SR T

R R
.

SRR

TR

R

e

g, Y
i

PAMgRNA mCHerry Opt

2 e
R o .m\ i

i s
s

FIG. 3B
SUBSTITUTE SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454

5127

A: WITH NU - WITHOUT IL.2

B: WITH NU - WITH IL2

C: WITHOUT NU - WITHOUT iL.2
D: WITHOUT NU - WITH IL.2

GFP EXPRESSION | 4: AAV4

6: AAV6
LEVEL 8: AAVS
: ¢: Control
S
D 0.3
7
o
a 0.2~
>
L
o 0.14
™
o
0.0- =

@@@@@&@@&@&&&&&&&
TRANSFECTION CONDITIONS

FIG. 4A

The copy number of AAV6 genomic DNA inside NK-cells
3x 10"

ton

2 x 107+

ies/React

21 x 107

Cop

1 Undetectable

0.0

K

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

6127

6 8 L 9 g 14 € A 2

pajesBayu st it Aueyow auy isnf Ayydwe pinoys siu | “sieuilg ZALBYOW-dqoQzZ | - uoneodonoale YNG 9aAVY+008SS 6

pajesbajut st 4t Ausyow ayy isnf Ajidwe pinoys siy 1 “siswild ZAUsyOW dgpoz ) -uoneiodonosid YNG SEAVY+WYINYJIS '8
pajelBaiul 81 4 Ausyaw sy 1snf Apdive pinoys sy siawld zAusysw-dgpoz L- vonelodoioss oN-ON 2

pajesfaluy st §i Aueypw sy snf Ajjdiue pinoys syt "sisild LAueyQW-dqpoz) - uoiiesodonosie YNQ G8AYY+008SS ‘9
pejesBeur st it AusyOw sy jsnf Aduwe pinoys siy L “ssewiid LAueyQu-dgoz ) - uoielodoiosie YNG SEAVY+INYIINY IS '
pajeiBaiul st i Aayn ayy 1snl Ayduwe pinoys siyj siewig LAusypw-dgooz - uonriodoosis ON-ON b

(spiused jenpisal sy osje Agjdwe pineo siyy)  slewild Q10 - uoirI0dosdsis YNG SEAYY+008SS ¢
(sprwseid [enpisal sy} osje Ajidwe pinod siy1)  ssswild 010 - uoneiodolos)e YNG G9AVY+HAVIWYJOS 2
oy 1abie) gses oy) Bupjuey susb | SAVY Ul Aidwe o} siswid pjO uonesodouoa]3 ON-LSAYY-ON '}
(spuused jenpisas sy} 10N uonesfsiul jo 8sed Ut 1snf Ausypw syl Ajidwe siswiud mau sssy |

aualb Ausyow UM :00VYD LOLDL0DLIDDLYYD 18si8rsl ZAusyOw-dapoz )
susb Ausyow 8y} Jo 1n0 dgRoZL “OLYOVVYILODYYIVLODOD (plemo) zAusysw-dagoz
mcmm?mﬁgE:E%BSS“o<o2oto<<850.68”mw@aﬂ;ﬁég-gooﬁ

ausb ALsyOW UM 19 1090YYLO1D00D1DL0VY piemiof LAusyOw-dqoozl
S1199 £6ZMIH Ul SAYY Oul auab sapodas Ausyaw jo uoneibisyul syl wiiuod o} siswid mau Busa ]

SUBSTITUTE SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454

SSC-A

SSC-A

7127
250K ~
200K -
150K - ~
; LIVE-MCHERRY+
100K = 02
50K
O;W TTTIINTTrTIEY Y
0 10 10°

(561)600LP-610_20-A
Specimen_001_Unstained.fcs

LIVE
13612 250K =
200K
< 150K~ .
Q . LIVE-MCHERRY+
U) - < 9 0
0 100K= e
50K
I IR e
0 10*
(561)600LP-610_20-A
Specimen_001_800 BP.fcs
250K LIVE
] : 15592
200K =
150K = e
] LIVE-MCHERRY+
100K - o5, 9.80
50K =
O;W LRI RLE ) lxui!""""
0 10*  10°
(561)600LP-610_20-A
Specimen_001_PAMqg.fcs
LIVE
11559
FIG. 5B

SUBSTITUTE SHEET (RULE 26)




8127

FIG. 5C

FIG. 6A

SUBSTITUTE SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454

9127

250K -
200K
< 150K -
3 :
7S R - mCherry-pos
160K 0.022
50K
0 e T T T
-10° o 10 104 10°
(561)600LP-610_20-A
250K
200K -
< 150K
w I~ “mCherry-pos
100K 0.037
50K ~
0-

LEEREEI DL A R R ' ¥ T 3 3y \.«‘ T
40° 6 10° 104 10°
(561)600LP-610_20-A

FIG. 6B

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

10/27

4. 9l

36296606 R

161 ebbj 9 6oe) ebbiboieooeoseoebbe
Boeeoesnolooeolesebblbeeoieoeesiboeeor}00b0b660006106e0b160000reberoshbe
eoeiooeooefieen166ebioboeboriovoobbobborhfeebiobeel)obbebesbeeoiebebobbibe
eB100060660eb66eb0000r161e6606860010010066eb6610666)1e00ebeebeebeobiee}boo
20660e6020100001 1020080660606 06ee0)16BrE0R 010 1660606066806 )000100108
Gbeoooebibooeb166160660660eb6eb0)10eeb1e6160606e666)68R0)106668600001100
18106eeb110810R600001808600B0000e006eeh 6o 0066ee0o 106608161891 168910009
161901e08666100601100061000006061666er0086166RR6]1008R00600eBR000R060B6RbOR
10992600666eb0666eb0666eb0)1eb660)168B0200660e061600106066e66318000616068R0)
Homom“mo“wmmmmmmowmowmoommumommHmmmmmmmmommmmmommmwmﬁ@@@wwwwwwwwwwﬁxﬁﬁw

. oeibbboiebobessbbbejoednh
. _

V. 9Old

008 009 ooy 002
1 1 L 1

VYHY

TN

vduog paziundQ uopo9 Ausyow VS VH1

paziwndo Ausyow dqgg

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

11727

dl old

lblilieliblce 1 6ecor 161 06ebBarb61206b00b00e20 )1 50000 00bb6eB00b0boeeBoe bEORR
b61bo1e20ROB ) ORBBEROREORYOD 00RO eoRBA ] 1BreseORRY BoRRoE ) 2060660006 0B
06160008 eebeeoobbeeseioorooebeesbbebioborbor)oe0ob660660ebbeebiobeebiobh
ebeoberoiefiebobbbeeb00062660eb6e60000e16106606862010010066e666126661809
eBeebeebeobiee160000660860010000110vE0000660606106veh166eR0R101201 160606
Boebbeobi00030010eb6e00086160086166160660660e66e601108001061606060666168
20110666e60000110916106e60) 1081062000106 00600000068e0660810066e200106
BoeiBieo11680100021619001r0ebB61906211000619009 BH6BBerooefi}6Berbioberos
BooebeoooeobBbebor10000600666eboB66e60666ebo1e6eb60) 168BoR06B0REH 1600106

mmmam«momomummmmo““omom“mouwmmmmmmoumo“mooamumommummmmmmmaommmmmommmummm
i

0L 9l4

0071 00Zi 0001 008 009 0ob 002
I | L I i i !

paziwdo uopod Ausyjuw \43 VH1
paziwndo Ausyow dqoog

VHY vdHod

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

12127

| ] 1691 1oebBbeboeeornooiooeoieoehbyiberoie
oeeniboeeoe)00b9660006106e06169008reberoohbeeseiooesoebeen)bbeboboebororoobbiobbioe
pfheebiobeehjob6eberobeeniehebobbberlioo0b60660ehbebonnor1biebbobebor)0010066eh66)0660
1eooebeeberbeobiee1b0000660e600310000) 100006606008 06eeb)66RE0C1D1R0)18H06606BRD
5100010010668 0008061600e6166169660660e66eb0)10ee6)1861060606266616200110666e600001102
16106eebyioeyoeBooooieoeboobooooeobeebiBoryoobberon)obBoribieny1Beoyoo00163100180860
6100601102061 02000601666ee0oeb166eeb10bereo0baoebeososeshbbbebory0000600066e60666eb06H
mmmo“mmmmo“ﬁmmmomuommommmwmoo“ommmmmmﬁmomom“m@mmogMomomwmo“ummmmmmowmowmoommwmommwm
mmmmmmmom@mmmommm“mmmuoﬂwawﬁuuwwmomogﬂowmmomom;\\:&x\»xx\\x§®®§x\x

%577

4/ "9Old

0081 0091 govi 00Z1 0004 008 009 ooy
_ i I L ! _ { i

0

0
!

[4

paziwndo uopo) Ausyow vs
paziwndo Ausyow dgqoos

YHY vdHog

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

13/27

B ikce 1 6eeor b1 06eb0866 12066266
20800108000 0066behosboborebaoribeneebbiborenseseoebbeboeeorosniooeseoehbyiberoreserdiboresd
2100606600061 06e0B10600006eebeensbBeeorioorooebero1bbeb)oborboryoenobBobboebberhiobeeh)obbebe
obeeoiebebobbbeeh)ooobobboebbebooooriBi1eBbob6eb0010010066e666106661e00berbeebrobier1b200066
oeB0019000110eR208066062610b6eeb166eroeio1r0]1Bebobboebbr0B]100030010e6Br000e61800v6166160660
bBoebbebo)joevbieb6ab06eb66)16er0) 10666600001 100161006eeb) 10810860000 1008b0080000e006eRb 1608
10066ee00196602316180116801000016100108666100601199063190000661666ee00e6166eb1060R00600868
noeobfBebor]0000600666eb0666eboB66eboyebeboy)16eboenabboeebBbooyobbbetbieoenbbbero)1oboblen
w»mmmmmmu“mowmooamymommwmmmmmmmmommmmmommmwmmmoow“Hmwwouwwmomow“mwmmomomexk&mﬂﬁxg\\§\xxwx@x
7 H ] :

Y,

9. 94

009¢ oove 00ze 0002 0081 009} ooyl 6ozi 0001 008 009 ooy 002
! | { ! i _ { ! i i _ i i

V3

VHY vdHod peziwpdp uopo Ausyjw <w VH1
pazjwpdo Ausyow dgoos

SUBSTITUTE SHEET (RULE 26)



WO 2020/198675

LD oo

j;

14727

RosetteSep™ Human NK Cell
Enrichment Cocktail

=

Buffy

Coat

Co-culture the purified

N
Y
i
NK §

cells with feeder cells d
&

PCT/US2020/025454

NK celis

.:-\:\

FIG. 8
. . Lymphocytes stained with CD3
Unstained cell population and CD56 antibodies antibody
< L P ————————
PP (Y 5 405 4Q1 Q2
2 10°43 Q2 1 2 10°45 04 0.063
(] L)
& 10% & 10%4
~ ~
'S 10°- 'S 10°
> E > ,
K 2 ] B
© 10 O 10
ﬂ 101“ ﬂ 101_ O
< 04 as | € 4
N 10ﬂ 99.49'1 o : T T [0‘0§3; g 10e 5'8l61 L] t LR
& T 100 107 10° 10° 10° 10° 10" 10° 10° 10* 10°
B1-AFITC-CD56-A B1-A:FITC-CD56-A

SUBSTITUTE

FIG. 9

SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454
15/27
"""" ! “2 ' ry
................ % o A
. ! ==
. d’}é .............................. (D
I (|l | =
<6
.................................................................................... <
{
o
x
2
&
X9 ]
-
[al]
2 x
[onc] b ot O
> - =
= ]
o &)
g L
o
2
uy
[Te)
. {
x
o o {
= &
= .
© v 18
dNO¥S FTVYIS0LNY

Gene

Naive

a
»
1
-
o
=

SUBSTITUTE SHEET (RULE 26)




PCT/US2020/025454

WO 2020/198675

16/27

L1 Ol

(ZLLL

7 sawmum oF oy JLNI 40 INIO FHL
T amessdws ) wooy OL AMVINIWITJINOD LNOT
VNYb
o sajnuIW § 40} +
LSIUILINI 40 INIO FHL 966
Ol AHVINIWNIdNOD INDZ
YNy-ieoel 7
VYNub Q3d8RIOSNYML-Jdd

S]199 YN papuedxe 7 Aeq ojul dNY/6SEDS $0 UoeIodos08]T

T, G

Ny - =
kaﬁwzéhxmmm

et

\
7

x.m_ano

dNY/658D Zd31S

OL AMVLININIM4NOD INOT

VN2
(380SNVHL-3dd

jesuuy (1 d41S

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

17727

001019vI001 10010010090V LLODLVIO00aY -~ -~ - - m - e Pt 9919vIv0OD0
301049V L0001 10010310099V LLOOLYOOO0OVYYYOvYO-- - -~ - -~ - i 09990 LOYIV000
JGLOLOVLD3L L3000 L0020V LLO0LYI0000VYY - -~ - - - e e e A R 29929019V av000
J01019v10311301L00.L0009Y LL301YO0000vYYY - - -------- -~ m ............. 9090L9v0V300
JOLALDYLI00LL30L30L3009V L1301¥O0J00YYYYOVIVOLOOLIYD - - - - - -~ 13v¥339990L9vOva00
00L019Y100L 10010010099V LLO01YO0200YYYYOVIYDLODLL- - § - - - -999Y 1OV009999 LOVOYI0D
oo»o»w<&oupkouPOOPooww<hpOOh<oooo®<<<<®<o<@»®@Fw<@m ........... J0909019V3VYI30
D0L019V1031 10010010000V L L0 Y3000V YYYOvOvD----- - - H DO9919VIVY300
02101971001 10010010099V L LODLYDI0009YYYYOYOVOLIDL - - - § - - Y999V LOVI09999 1 9YIVIDD
O001019v1001 10010010080V LLODLYI0009Y - - - -~ ----- - - - m ............. D00DL9VIVI00
J01319v1331 1000010009V L1303 1vD0300VYYVOYOVOLDD- - - - | - - -VDOOV LOVI0D29D19vIVI00
DOLO1OVLO0L 1010010099V L L0 1VID009VYYYOYOVOLODL YD y - ===~ - -~ OVO00290LOVIVOOD
J01019VID3L 100140010000V LLOOLVO0000VYYY - -~ - - - ===~ - oo Jy0000001DVY0OVI03

J0L219DVL031L3013010009v L1001 vO030DVYYYVYOVIVOLOOLLY - | - - - YOOV LIVI000D01DYOVIA3
901919V 100110010010099Y L 1001YO0000YYYYOVIVOLIDLLYD § DYIVODOY LOVIDO999LOVOVIOD
001019¥1001 10010310000V 1L L301¥O0200VYYYOVOYOLODL 1Y - m DYOVIOOV LOV0090091OV0OVI00

%0
D\OO
%0
%10
%10
%10
%170
%10
%10
%C 0
%S0
%90
%L 0
%ll
%EL
%28

0+
W‘I

JONINDIS -NOILNFIRILINOD T3ANI

© 94035-0)
98
| @301

LVO9OVIVOODVIIVIIODDOD
@“wmxm.— aping
8301 uonnqLsi(y [epYy

O,
991

@mucw:cmm WYd

0

a3a3300ns @

SUONGLIIU0Y

©smels

SUBSTITUTE SHEET (RULE 26)




WO 2020/198675 PCT/US2020/025454

18/27

[o]
<
3

-y Normal NK cell-KASUMI
-~ AAVS1-KO-KASUMI-G1

@
o
S
< 60+
@
L
3
Q. 40+ -
B e
=" 20~ A
@
&
0 T T r
N N N
3 Gy q'(?.

Cytotoxcity of normal NK and AAVS-KO NK cells
againts AML (Kasumi-Cell line)

0.14 1

GFP EXPRESSION (%)

SUBSTITUTE SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454

19/27

3X107 -

2X107

1X107 A

COPY NUMBER OF AAV GENOME

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

20127

Gl "Old

1192 YN Auayow

wq..moxzzeﬁ::u_OmEOzmw M
JHL OLNI A4YIHOW ONIGOONI
VNG 40 NOLLVYOZLNI 319V1S

2%
i
iz

1NO-MJ0ONM ANIO NI s11nsad
FIHN HONOYHL (S)3AILOTONN
40 SNOILIT3A ¥O NOILYISNI

GGG GGGy

3
7%

SMVINE 3ANVYLS F3718N0a
VNG S30NCOYLNI NIF10¥d ISVIATONNOANT 6SVO

dN3/6SYO

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

21127

"INOD Gl 9ld
[ = dagoos

daoog = |
1 t

vdHog  Jojdaooy aondg
GAY'YSS OJui Pauo|d SI0J9RA HH

daoog =y |

dqoos

daoos

)

ydung  101dsooy soidg
GAVYYOS Ojui pauojo &ouug HH

-

?cmhm mwhm>w(_v 6SS°LL1'S5-€1L6'060° g§

mmwmmmwmuummmw

‘€l zeidgL E£ELI6L
61440 uswny

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

22127

V9l Ol

vNab oy
se ayis Bupjabiey gsen swes ay) Bunejuod

pue AYY UlM paaAljap Yy D Buipodus YNG

Hy o Buipoous
VNG pspuens 8jgnop
poziieaul) peanpu-gses

O o

4

Wvd
yvo Buipoous
L ¥NQ jo uoneibajuy Am«
VNaB ui yeaiq papuess
2jqnop poanpul-gses
VN8 Wvd

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

abeaeso jeuonippe obispun

23127

uoipesui auab \
[NJSSI00NS U SYNSAI UOKdANP
piemio} uj pajesfajul auag

abeaeajd jeuonippe obispun

"INOOJ V9l 9Old

uonesBajur ausb ynoyym pasedey

Y RARSA
VNY0

?f\/

uooaNp
asianss Ul pajesbalul susg

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/025454

WO 2020/198675

v-0Z 019-d100%(196)

v-0Z 019-d100%{196)

v-0Z 019-d100%(196)

v-0Z 019-d100%(196)

mﬂ_: y0b 0L 0 m.cva HOF 0L 01 0 0 mﬁ_:‘. «m:.. mm:‘. m,. .@m_‘o mmw. vn_:\. mm;. m_ m.@_.c
. L beschoos i esidsnsl RIS TOCTRURIN Y P YR PR Q .
os | [ yi0s 3106 3106
- 500 1g| b 5100} : 300 Lo YT 300400
¢ 6l o0 10} o Li'o o Lo w0
Od-ANYMIHOW o o4 D Od-AHYIHOW 6 | Od-AMMIHOW o
iogys O AHHIHOW S 0515 90515
3002 IM002 1002 1002
05T 062 EN05T IM052
~ 49008 ¥H ONVAOWYd JUIRdSINO
! 4o By pue dNw/6SED jo Bn| pue gNy/eseD uonesodesda}e ON s}130 paue}suf
N Ym pajeiodonosaly ypm pajelodoiios|y S99 £6203H adAipim
s1189 £6ZM3H $1189 £6Z)43H
491 9Oid

AVY9s ojul pauojo Bvd
:ayis Bunabie} gsen auo Bupoejuod 103994 JUIRdSIND

"AYYos ol pauoid BNydBINYd
:says Bupebie) gsen omy Buijoruog J0JD8A JUIR4SIND

vd

Wvd

©
24

)
=
>

4
vdHog

=
A4
<
>

t
vdHog

+
so3deooy asonde

1
ioydesay soydg

SUBSTITUTE SHEET (RULE 26)



WO 2020/198675 PCT/US2020/025454

25/27
Naive NK cells
© 10000 Expanded NK cells
5 =]
g =
(%]
T g
% 1000 B =L N s @ ]‘ J
Ko §
@ &
N
: i
g :
ég 100?
0 L L) ¥ T T T T Y Y T T
NS N N N N SN
FEE S TS

CAS9/RNP

Electropd;atmn
Lonza 4D-Program 4
EN138

30 MINUTES POST
ELECTROPORATION

Transduction of
ssAAV6 or scAAV6

FIG. 19

SUBSTITUTE SHEET (RULE 26)



ELECTROPORATION AND TRANSDUCTION CONDITIONS

WO 2020/198675 PCT/US2020/025454

26/27

500KMO! OF SCAAV- PAMGPAMGI#3e% ] CRISPaint- directed
300KMOI! OF SCAAV- PAMGPAMG-[/ /¢ J gene insertion
500KMO! OF SSAAV- 800BP{ 778 1 uR- directed
300KMOI OF SSAAV- 800BP LSS WEA -0 = gane insertion
NO CAS9 -300KMOI OF SCAAV- PAMGPAMG
NO CAS9 -300KMO! OF SSAAV- 800BP
WILD TYPE

0 5 10 15 20 25
PERCENTAGE OF MCHERRY
POSITIVE NK CELLS

FIG. 20

300KMOI OF SCAAV- PAMGH @8- —® ——_] CRISPaint- directed
300KMOI OF SCAAV- PAMGPAMG- e gene insertion

150KMOI OF SCAAV- 30BP{I N} @ —Z
150KMOI OF SCAAV- 300BPHU K K XK A XK AKX KB | &
150KMOI OF SCAAV- 500BP- 7 ‘ e §
150KMOI OF SCAAV- 800BP-{I i i - g

300KMO! OF SCAAV- 30BP{ L e Q
300KMOI! OF SCAAV- 300BPX XKL | 3
300KMO! OF SCAAV- 500BP- 77777 e %
300KMO! OF SCAAV- B00BP i ae-e |3
300KMOI OF SSAAV- 800BP7-B- 108 S
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ELECTROPORATED WITH CAS9 - NO AAV6
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