PCT/SG2020/050069

1/12

WO 2020/167252

I "Old

My ARG web MR A | B B M B3 3t @i i xFoO#8 K B e e B WE B ¥R B ¥R

i
= = L
e g - ) w i
- = o i o & v
- b * = &, % & :
o & o« ks = a @ - =3 -7
& NN = = o = g
It N o - % = = &
= v « P - Ry &% et F A
2 - = s %z ° 13
= = & -
& = &
S 8 w K
PN bl
& k4 2
! = w F
¥ E
4 ' §
h
z Fi
2
4
5
LGSR LG 1834 ¢




WO 2020/167252

L rang

i
erid]

o

I
3

5

DL b

PETE LES =

ZrEaLr =

o

SR =W

Fr

[
g

et Yz

i
K

i
vt

-
lERer —{ R

LS L9 L = &

5 2

HZyid

3%

3

3 ¥

PCT/SG2020/050069

FIG. 2



WO 2020/167252 PCT/SG2020/050069
312

QTR

3

RN

FIG. 3

LM

¥
e

K

o Rot
o s
MO

e e G LR B

¥R

&8 o m SR oW o R wow O o
e o At o3 - s Ead s Qe @2 o




WO 2020/167252

PCT/SG2020/050069
4/12

Specles

Moo sepden {Human}
Heart tisue
hES-clarived (s

Sae sovofs g
Heart tissus

Meart thsue

b

Sy srsches fmoased
Heart tissug

DI NRY
HEERRE

Noenzyme |
Trepsin

Chymotrypsin w

FIG. 4



WO 2020/167252 PCT/SG2020/050069
512

:

¥ idlgaow tay \\
.

e -

REBAYKRRANG Q\\\\\

43 kD3
48 803
35 kD=
2% 804
20 ¥Bs
17 Ko
13 84

888 3 =
s2d g 88

VIO WWwot {0508 SIS I8HE

Bn g Ly

YL W
Bre el aml

283 HEK celis

@ z
g 9
g 3
o b
Q b & Lo
\ = o
g ! o
3
B
i
25
i \«& ¥
) £ o &
35é 2% z
BB £ H
LN X 2
‘ng %sﬁ gé
S N &
EEE " w X &
2% £ wp
83% - 5%
o
153
2. £
& B £ ¥ 7
3 -3 T T T T
< 5y L B B I I
ﬁ S By k3 = -~ =
§§. ] (€54
]
&



WO 2020/167252 PCT/SG2020/050069

HD

Healthy DCM HCM

AR

uossaudxe saneRy

ToT oy o
VoW : i 3 ;
NEE H $ § i
o N i i 8 N i
: § H N H
i i 3 b
B H } :
N N 3 i
. ; i
i H 3
H H o 3
: § 3 ]
b3 N N i (<o)
3 { § i .
3 : : : : O
RE 3 3 i ; TR
¥ 5 ; 3 i
@g i N H
Sy 4 : :
A %
N 3 H
TR H 3 H
R : ¥
SR N Y K
SR W b S
§1 8 e Iy
TR NI §id H
i i3 R i
R X § = 3
S X 3 ; N
Nk A 3
R W § N
R I =
RN A \\ v\\s\\\\§
¥t 2
R : ; i
\\.§ « Y i o
R 3 .
R L
wlee ¥ : H &
¥y W 3 N }
N
anny R
. o o~ o ol
R
-
% RN

et

¢ :
bas-yiy
R

EantrA Y



WO 2020/167252

KO

WT

-

712

wonemmbRg Xar

L
g
g
3
P
RS
@
&
&
&
&
§
&

©
<X

Pty

P

WT-2 KO-2 WT-3 KO3

WiT-1 KO-1

PCT/SG2020/050069

N
g{%%
g™ &
:‘& Vg

oot

‘§§

S

%
]

Dap2

R

GAPD

FIG. 7



WO 2020/167252

D16 EHT
KO

WT

A

8/12

D14 EHT

PCT/SG2020/050069

FIG. 8



WO 2020/167252

N

PRMA

X && -~ -~

o HESLAW vl iU gl

Lo 54

N

R

Y

2

DEBZ TR

S
b
&3
RUS—
RN
1 S2F INGY

3R

wStn

PCT/SG2020/050069

RO DRISEINRNIE

FIG. 9



PCT/SG2020/050069

WO 2020/167252

10/12

L BB
WM TR

0 ©I4

E I I

ARSI IILY

Y

LR (RN

faed voapg ogenll




PCT/SG2020/050069

WO 2020/167252

11/12

YL A

2

0l 9ld

ARG LA
gy

® W %

¥

T

P P PP P A AR P PP PSP ISR AP

< 3

M\s\
%
%
i,



WO 2020/167252 PCT/SG2020/050069
12/12

ATP Production from FA-treated CMs

rj

-
N

o
{senjen aINOSYE 1) d1V

0.15p

s, o
< <
o !

L

FIG. 11

Bl PPAI
% GAPDH

m——
e R

L

L

7
7

Sghrt RNA expression

®
*

¥ L] ¥ 1 <
< ot < ot <
o~ A L= L=

o0 abueyn pio4 saneRY

L

SGHRT gene locus -
A-G BE ES clone -
C-TBEEScions 4

A



