PCT/US2022/082345

1/12

L&\ AEEET
FHTAL 7 :
AN n:) uxm;}&w,.« ﬁ.w\mf ;w% Y LT 45 iwmv ,.:

=
»:

Ny
S

oY b
o

>

b

K

WO 2023/122789

ssaqmnm ax
- zd@ bt a%? IDIAN

@M QHImMZiEwm Mﬁ?ﬂ@w@&ﬁ.
Q@OdﬁHﬂmwmﬂzmﬂmeQﬁmﬁmmc%?>b m&wtqﬁmogmxam ; :
TR IR NN AN T T IMD T NAIS YN IO EAOTUALdS w&z%mwﬁ z;BA&Q%&HZmemwbﬁ
TAUICIISENINNRABN IO T AU INAASYNIDRIODTOAGI S RHNIEX HASOTEE-~DIAdCAAINNATIRIAL
TADIC LIS AN TIDIATH NG A0 TRAASYIIDE [UDTOAUd S LN AT B S0 e ~~ DT AALNNA LD I AN
TACIC IR AN INAYASN YO I A0 INAASY RIS I TT0AGdS BN AR 40T 450 TR ~~ 0T JUAALNRATOIAL

.3\

FROELNG

SHITIG IO
TSI ITIC I DAY

AL TING I DA A

LALLTRDTNAL DTHG TDAT AT
:%iﬁﬁwﬁﬁiaﬁﬂnwﬁx

?\,;,MQ.:

A A
AN

G NIy Sy e ey
2 \vm BIYaAL MCO .MM 2y

muwwwmm.@ﬁ
s m,immgﬁgiwiﬁﬂ
Q:: H\mwd.@s LESIGUbINEIY

IAAGTINE Y BN IE5TI5UDIY ,\Hx

onrn A

ool BN e

AL EIIS0TY

mmmmwg wmI

IE

oYy
; .
&
&

o
Jé o
>

4
T,
o
b

3

...3 b

w,

)

o
k‘> ))
e o

%%

AR

o

R

o

o

=

/1enTIuBp]



PCT/US2022/082345

WO 2023/122789

2/12

]

VZuH .. ...

TEOTAT TS ANTNIVAINTIAI IO INAASYNIDS IQ————————————————————————————————————————
TEOTATTS ANTNIYAINTIAI THOINAASYNIOS IADTAAGAS THIDLIANA TR ISATIA0TATAAINNATO TAA

ZACD SHVS o uoifiey ZyH

A E

OcuH

g2dH

34
dZ249H
OZdH
YZdH

uotTboa zvuH



PCT/US2022/082345

WO 2023/122789

3/12

_

U01SS0sdX900 L WA/IZHH |

u015s24dX209 YZUH/AZYH

SHONNN



WO 2023/122789 PCT/US2022/082345
4/12

o0
==
g ’Ey H H H
L. = o o £ ©
0 = = «
§ AUBYRIA %
c
o
o O
© E
o O
e O
olﬁo
2
. TN .
“,
% 2 oefio o’//,,
5 B Ve&
S %, k¢
™ - I
2
T T T 1 0
[=} [=) [=) o Ve
@ <+ « &,
%

(%) uomqiyuy

Function



WO 2023/122789 PCT/US2022/082345

5/12
- O
c <
© o
e dq
<,
<.
“%
i3
o L
s RZ
i o[ %
1 L 2’0
1 | 1 L T %
o 1 O 1ve 10 o >
® N N - o (=) //,)
w/Bu v
1wy %



PCT/US2022/082345

WO 2023/122789

6/12

SoEne ] 051 |

=
[T LIRITYY

8% o 28 t .
t : s I P
i T
T
¢ g
<@
i/ * 3
X
bl
*
W-'.\v\ o
2 b B4 %

VIEHE o~ 851

1 nduwesduosiugl $1a0pR3ed LAV SRYS + I35WILETH INRAD

901 060

e
{ym) a0y
[ 8 0,
‘. o i i 1,3
! Z
% 4 g
-4
w
X
o
-
s
o008 8
PiER e [:13

s wesa(L M) enss0pnesd 2-A00-SUVS « TIOVILEZNIH-BIG

VodH

g9 "Oid

UIOIWLIO

UBYNAA

V9 "Old



PCT/US2022/082345

WO 2023/122789

7/12

tooriofosor |
{11} "suoD

At Y 11 Y {1 NV | 1 AR | | JRPN ¢} P 4|

L L L 1 ) | L 0
- 06
- 001

dWODZYUH ~a~

L 0G1

g4 "Olid

% S8y UoNIYY]

larocoalosn |

{1} "ouon
0L BF gBE .8 20b  o0b 0%
i 1 1 1 i i

Brorrnnn B b 00§

PO EYH -
- 051

sjduies 4 (G YEEY Ve 'URIILO)

Vi Old

Yo S}ER UOHIIIYY




PCT/US2022/082345

WO 2023/122789

8/12

5zez00 | 080t |
W) ouon
28} 1 G4 203 100 28 Gt
i 1 i 1 L i Q
/T
¥ L £
o
/ oV &
g
- 03 )
4 o
" ~
L o
\ 08 2
puE—— e

ARBAWODTHH —»-

sjchies + {1 yg uonuo)

{ SRHAOPNAS Z-A0D-SHVS + ﬂmoﬂmmmxmx-aao

as "oid

(L} ouod
0% 388 p0F  30F 208 o 0F 0L
£ L H 1 1 i @
- (15
v\\»\k O
srapd e ITHH -
~ 051

% E1By RORGRYLY

E.a.uaou

8h 8F G0 L0F 0B 0L 08
L 1 L] 1 b 1 ¢

N\\x:\w
\ - 05
i - o0s

s dwocIZEH -

- 051

spduwies ¢ (§yRBP ¥E ‘wonuug)

i SNUACPRBSY Z-ACBUYS + Nmu_..&mmwxwx,m&nu

% 838y uoliqiiuy

() suon
05 (BF ¢8F L 0F 0k ¢ O)
L 1 1 1 1 = .cwa a
P4 - 0z
L - o
\ - 93
7
7
\\ - 03
% 801

Y% 93e] UOBIGIYU}

spduaes + {ueyNp)

SNUAOPNSSY Z-ACD-SYYS + ZIDVW/EEZMIH-Nd

Ve 'Old




PCT/US2022/082345

WO 2023/122789

9/12

5 e .

EMNMISYMRATIETIRCENIEOONDSTRTISHITS LANN I T OMEMHMIL

6 "Oid

WHD AIH

«f U3ISa(] 1NIISUOD



PCT/US2022/082345
10/12

WO 2023/122789

& > @Wﬁ@%%
70 ] 00 ) 160 €00 00 S5 @ ;@%M@%&é A.s,waa% ,%az‘oﬁa e &ozz > %{:«. %ﬂvﬂ%
70 [ I A 199 (EES 0-€-5£9% & gv s nmw ae a@ 0.8 a.é o/,.a aa 55; .%e oe« @ ¢
T B N T 56 58T FRET: & i * Legiyrlerirdp-rlprdrrl g0
[ £el 26 L1892 L6'88 £9'0h §E€9Z £ { { 01
€1 9z gL 082 86"y 8y'0L 0-7-94 9062
v8 | 9%l | 86 | Ocer | 8¢s8 | GveS 99061 ® Fm% =
0 0 £0 0Z°2 LiE LLE 0-2-6PT1 b 00
£8¢ 769 oey 06861 LL09€ La'ege 0-Z-0b T~} 004 00~
Pe9L § 0°98L | LOLL | 0079201 | S4°98LE | BEE0L 13243} — { j -y
€0 ¥ €0 €L L2 ag’L O-T-¥Vit P4 001~ 4 g5
0et v'ee Sy YL Li'6ct eLes PYLLE L T
18 4 08 &9 08748 1808 £8° 0% 13447} L yy
18 fx4" ZL OF 9v FLOL K-8 7 4}
10 K] K] ) 8.0 8.0 YILLE ATV e} b 021,
00 o0 00 006 01’0 01’0 SYTL i~ AAY
00 o0 00 €0°0 £0°0 £0°0 0Zh- AW e 191,
W , s/ bu m ¢ g 1174
g01 "Old VoL "Old

WU



WO 2023/122789 PCT/US2022/082345
11/12

FIG. 11B
Plasmid
M)
ig
P

A
’\Q
N

FIG. 11A
circRNA
3’53
%

1500 -
1000 —
500 -

juybu



PCT/US2022/082345

WO 2023/122789

12/12

00 00 0 700 €00 760 an19
70 T I'0 t2¢ 169 08¢ 0-6-6£9¢
) 0T §0 i8¢ 66 5872 0-2-6£92
9 el Z6 1692 1685 €80V Se92
el 92 G 08°Z g6 vl 8ol 0-2-929062
7’8 X4 <6 0z 6v 8268 Sv68 979062
70 50 £0 022 53 I 0-2-6v2L

€8¢ 769 0y 06861 i2°09¢ 19¢€22 0-2-0Lv2-L
V69l | 098L | 19LL 00°9201 SI9Z11 8E€0L oLve-L
£0 70 £0 YA €2 55T 0ZvrLL
0Er vee Shl €9V reer zL€8 PrLLL

Tr 08 59 0822 19°05 £a0v 6vglL

'8 el ZL 0v 9y TT0Z -3t 0zl

0 i'0 0 €70 870 8.0 YrLL AOW3
00 00 00 000 010 010 6vZLL AON3
00 00 00 £0°0 €00 £00 AW GIE]

Nu

¢l 'Ol




