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FIG. 6A
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FIG. 6B
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Caleulations of the FSHD composite:

Dct = {Av. ¢t 5 DUX4 target genes) ~ {Av. ¢t 2 HKGs)
Dot = Dot (siDUX4) - Dot (mock)

Compaostie = 2°-DRet* 100 (26)
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FIG. 10

DUX4 siRNA Library

Himinate siRNAs with lower than 80% KD inat Isast
one cell lines at 10nM

Eliminate siRNAs with ACTAL expression < 70% in

- both celllines

Eliminate siRNAs with null activity {<10% KD} at
0.5nM in both cell lines
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FIG. 12
FSHD Composite {10nM}
308~ ; o 0[RS Hbrary
2860~ : & Trol DUXS sfiNgs
000 z o8 ®  Toxio BRPK siRNAs
: o e o owo¥ S B € 8 nootUnbmated Conlrds
-
§
1204 :
- 3
= 119 - . 153
b 18- §
2 g )
& 80 ' o
2
‘2“,. B~ o i 2 e
22 - o
= 78 §
4 § o)
& T e LN
= : o
B 3
) £
4= o) 3
sd 2% !
wd & & §°
o %g% !
104 WV N
oS ; z
G ¥ E ] ¥ ] ¥ ¥  § ¥ E § ¥ §FeE T ¥ 1§ 3
w2 N O K o B Oy £ O O 8XOL o R
N B R BT A Pa O oot & v N 2 D O
R

MBO2 {% Mock)



WO 2021/188390

ACTAY

13/22

B B
wy WEDS
w1

WE2

VY

sy )
S
AN
AR R
¢ W Y <§§)
/3
2
= De.
R % &
B ., <
B 5 i
B “‘a“(
RO ‘ R,
N
A A R
RN S N
: REN
> 5
S S
<
3
- 5
&
Y
*®

e
K - OONNN0Y

SN

Y

fovs B o S et e
S8 oW =
[ 2 N Aol
Dioout jo o) uoiSsaidxe ausg

PCT/US2021/022214

FIG. 13



WO 2021/188390 PCT/US2021/022214
14/22

2o A O S
vy WiBGH

my MBI
vy YR

N ERRR-SSSR, o
N ity R
M b
¥ ¥ e et
N e AR =
: u\\\'.'..\- S ~
3 AN c
—— 3 . N .
= %
v —— <:E
N N L S §
B F e
grx
2 F g
i e
5w g ¥
G am o
k] o2
O % ﬁ L]
T A
Wy #*
woas g =
gxF o
o X0
i
. { ;_? <
L g o
143
2, oo~ i
N : D3 Fund > 7]
ceeeennnnedder Fa poer) é i By
JERRRRREY X \,:} E Ny " (@]
: Dotoe 2
JRTTT— < ML R £
S Ssaoeroroas . oo oa
00N

FIG. 14

FSHD Composite
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FIG. 16A
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FIG. 16B
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FIG. 16C
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Colcviotions for the FSHD compaosite:

Dot = {Av, ¢f £ DUX4S targat ganes) — {Av, ot 2 HKGs)
DDet = Dot {siDUN4} ~ Dt {mock)

Compasite = 25-DDot* 100 (3%4)
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FIG. 17C
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FIG. 20

In Vivo Reduction of SSB mRNA in Skeletal Muscle in Mice by
siSSB-AOCs
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