PCT/US2023/065388
1/22

WO 2023/196862

ull Solda-dwe—" | HLl

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862

2/22

SUBSTITUTE SHEET (RULE 26)

PCT/US2023/065388

FIG. 1B



WO 2023/196862 PCT/US2023/065388
3/22

- %(’Q%&:

FIG. 1C

o o
oS D
¥ F
i Ll
@ o
S S
o~

S A S I
Lo T e T« N e N |
4+ 4+ 4+ 4+
{15 [ 0 S X B 0 R R
Lo TN a B o BN o TR
SR R TR = TR~
L S B « & S 4 & S S
@
L&)
notncg,
.
&
3
S
=%,

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
4/22

Vemir155-amir-DMPK204

S \\
= N =
&1 -~
(e8] o0
=
G
=
$ «
o Q‘\\\‘ S
A D
-
3
ooy N
—_=
- %—; @
g o
@ o
L
D E I R B ~
ST ®
S
jo N
B
3
I
RN
a3
xT
fenn) fan L] <~ =
fa] L ]
=

awouab pioidip 7 Ados swousb

SUBSTITUTE SHEET (RULE 26)



PCT/US2023/065388

5/22

€Z 'Old

Lielg JBAI 2041585 wibesdeiq LBaH
, i ; ! ! j w@@
y % o
» i W)

g Yy %

.\\\\\N 7
o B QGW\
\ - 0001

m‘hwm;w.}_mz B o QQQGW\

WO 2023/196862

(pezijeuLION 90) pozWdNC-YIwe
SUBSTITUTE SHEET (RULE 26)



PCT/US2023/065388

WO 2023/196862

6/22

UL

IETY

3¢ "D

S04SR

wiBesydeiry
]

esy

“““““ T

pez NG MR
-GG LAMAYY
Hio-8AnEN

% B ] B
o :
% %z
e
v 2w 5
? % g
P2
s s, 1y s vt iy ans ant enso weifirs win, Ggn wdin ans S anns e s 9 ;0 Gy 4 s e S i 4 s o s o s s s s . 0 5y s
7 o Trs s
7 g 7 vt 7 % G
e m\:\\: e YVLY :v\n . “ \W %
P H : Y % Y % s
4 % H » 4 y 7 p 7,
V22 7 Yo ¥ 9y H 2NN % T
7 7y H %7 i ; B % % %
: wi? : . K %Y (] »
2 P H .t H ;
Spe ; 7 iz Dty y : 2
< : ; i v ; G 1
7 ssdrrs 7 2 P i %
2 H 4 % 0% :
/ 2 %7 % e
' S S %% % 7
7% : 74 p
oy crrbers % %
G %% iZoun
%
P P 4
Su ” #
P
% 4 sk sk ok
. K2
4 k&
% %k

=51

Pazijeuliou 481 / MdWQY

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862

e BSS-Cirl

7/22

PCT/US2023/065388

222
DD
> > >
= O\ D
Ll
[ I e N )
ToRRNTo R ®
g A &’ S e >
oced
¥
* W N g
* SR E
* )
BE <«
)
e 3]
*  * . o
ol Y s g 2
¥* o i
[o N
8
£y
g B
* |
§ A N "g
% @
i o
§ ¥ |4 § §
o &3 & - o Lo
g 9 s =
= = =

{(pazifeuUoN 8N MdiNg-siwe

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862

& BSS-Ctrl

& %

Fkk &

8/22

PCT/US2023/065388

£ 28
S D O
-4
-~ (Y] [ap]
Al A h
® o o
w0 U3 Al
B « »
¥
:: :ﬂ\\\‘ ...... NN i\‘ oo
78 IS R \km &
< =2
P
3
e
had
ol m 8
o 3
3
&
\\\\\\\QN\\\\\\\\\\\\\\\\\ gﬁ a
& Ty Ny
\\ \\ \\ &\\\\k\“\\\.\\\\\\\\\\\\\\ g
g H &
R &
= : k]
]
H
L)
H
5
\:\ . \ \ \\\\\\\\\\\\\\\ o
« e E
¥ g g ETT = %
% I w
o
H
L
§ ] ] ]
=L - -
o xoo Qon o] L)

PeZifellIoU oH ] / MdWOY

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
9/22

™

e

.

[@)]

=

X SN

000=d ® le-eieel |G

AAV nDes-miR155-amiR-DMPK204

o~
b
@O
(e eeed
>
7y
- =
= [
* a3
TS}
)
- —
=
Q
[dp]
&
£
¥
* =
=
i ' | ' ]
[{e] ~3 O [en]

{£-ZUOXS/LUOXB)
xapuj Butoyds cga7

SUBSTITUTE SHEET (RULE 26)

FIG. 4



PCT/US2023/065388

WO 2023/196862

10/22

0%t act
|

¥S 'Old
sheq jo oN

06

09

0¢

o om @ o

; PR A

CLBLIXSAG -
¢186 IXSWd ——
L8G IXSNG -
MIO-S8E XSG - -~
M -

g0

[BAIAINS JUBdiad

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
11/22

(vg/kg)

1e13
AAV nDes-miR155-amiR-DMPK204

5612

ns

FIG. 5B

-
A
A
b
5e11

]

=
;;Eg;;

i
BSS Crl

ns

O
oy
00

sgRe

O

|
WT

80
80

I
<3
—

il

150
140
130 -
120

ute yybiam Apoge,

SUBSTITUTE SHEET (RULE 26)



PCT/US2023/065388

WO 2023/196862

12/22

9°9ld
XSG

pozAdNC-JIME-GGLAHIU-S80U AVY

(Bx/64)

eisl A LLeg
} | ]

10-$58

i

i

. %
sy

N

su

Su

28 %,
@
:

- 0

- 001

- 061

- 00¢

(Brsjowiw) Indino ovipien

SUBSTITUTE SHEET (RULE 26)



PCT/US2023/065388

WO 2023/196862

13/22

;.
= £
S ==
= 3
: m _ V00
w? . “
@ - o
08
E__ [{e]
0} <
\\\ \\\\\ - @@w wp
2 @
" - i 0001 =
L
suowe4 daoig
Y. 94
4
Reqfpnis 1z 0 -
Q01083 (B3/BAc,01 X 1)
AVY 8500 A

g7 "5l
2 »
% X 0z
= -
= ® 3
| J w L0
Wm - L0
\%\% o =
. EE LG
\\\\W\M\\:\\\ - Q@m\
| _ . Loool
L
Yl

dADFICOGNPLYAVY »
d4D -V LWAYY -
d4949-6AVY -

uigjoad Bnjd4oe Bd

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
14/22

- s s MARIHAYY
=
@ ~
S ¥ r=
& L ® fies @ LAY S
- & ot
et
toe }-%&—l e o HEAVY
§ H 3 2
£ ol £ = o
g 8 v =
wayoid Bnrgdoe 6d
AP AYY
T =
3 s -~
O PEUAYY .
T S
L
-BAYY
g* - LAY
e
8 -
% P AYY B~
@ &~
- @ @ §
e L% . LAY
A A Sh

«if

wod Snddases Bd

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
15/22

©

=

j o

8

5 o

2 0
E‘Emmf

£ O
& B <« p»

Liver

TA

]
Quad

FIG. BA

Heart Diaphragm Gastroc

[
= T =
A =

1000 =
100 =

{PozIBULION 9N MdNG-dRuE

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862
16/22
>
e
S
=
o
&
B oo
g v L
= S g =©
g 03 O =
OO0 <K P
@&
o
3
fiw
o
k3
B
3
3
*
g
*
k3
i | i
N [Q A e Lo <3

pezijeulou 5 1INMdNAY

SUBSTITUTE SHEET (RULE 26)

PCT/US2023/065388

Gastroc Quad TA Liver
FiG. 88

Diaphragm

Heart






PCT/US2023/065388

WO 2023/196862

18/22

0L Ol

pioj zboy
QR - TR ¥
; |

v

£

2
% %,
\\\\\ X
2%
5, \ 4

%

7

7
\\\\\\\

\\\\
s§\\§

7 &)
‘\\\\\\
uh
% Yu
k3
Z,

% %

%

.

%

3

%% u

V\\\w\\\\\\\\\\\ \sn\\\ %

%

7
% W\\

%

2

K

N

¥

NG

#NdO~ /

o recens,

%

-0l
-1
-2l
- ¢
-1l
-6l

=) ay

- L1

{anjepd)Boj-

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
19/22

FIG. 11

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862
20/22
) L]
: i
: i -
: .
: NET SR
; i
SO !
i i -
Wy e !
: i S
: i
IR\ i
il -
|
s R
i
s ¥ §
Q3 -
08 B o B o R el : i sesof &%
o N XN : i
e e N
S o T D i o)
= T Tmx : 1 -
EER: 3
- oo o :
LY S s NN
T o o= x o
L &y = ON : -
° N N H & Seabe B
son ol
= [ -
W \\\\\\\\\\\\\E\\
< 3y RSN
: i
o e i
i i B
RN \\\&\\\\\\ﬁ‘
3 ; S Seliiess
o) o N e g
R \\wé\\\ x\§\\‘\\\i\‘& s 8 »
H ; srefe® 8
i { i ! { i ! !
<2 <2 <2 <2 e o o g e
o <o o - - < < <o
o o PR = B
b PR
= 1
2

ljeajseidos op

SUBSTITUTE SHEET (RULE

26)

PCT/US2023/065388

FIG. 12



WO 2023/196862 PCT/US2023/065388
21/22

o)
e
S,

[}
ey

=

<
—
<

Y 2X10M Vg/Kg

=Y
&2
2 5

AR A A - A A A - HE T Hh

A Y

B A AR
BN

7

AAMNMIIIIITThRhTRE

A R :

A,
. £ R R R

FIG.13

\\“;\\\\\\\\\

R ———
. £ R

SN

AT T ThTThhThTh

A R R R R N

100 -
0.1+
0.01-

0.001 5
0.0001 -

S{9A3] UdINC-Hiue

SUBSTITUTE SHEET (RULE 26)



WO 2023/196862 PCT/US2023/065388
22/22

1X10% vg/Kg

Y 2X10"4 Vg/Kg

--50% KD
- 75% KD
90% KD

Y Buffer control
Y 5X10"3 vg/Kg

..

_ W

3

T R R

N N

5‘““““““\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

}

; IhIheErE;,_

X

“\\\\\\\\\\\“\\\\\\\\\\\\\\\\\\\\\\\.\\
Y 3

p

AR

FIG. 14

R

B
5“““““““‘\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 3

§ SR

e LAY 3 3
k“‘““‘““&\\\\\\\\\\\\\\\\\\\\\\\\\\}\\\\\\\\\\\\\\\\\\\\\\ 3

e R
A

; | ‘ !

Rl fa] L)

S[aAs] YNYW MG

1.5~

SUBSTITUTE SHEET (RULE 26)



