WO 2018/052374 PCT/SG2017/050462
1/23

A

Ctri Tipl cKO

Tipl

R \\\\\ N s \‘
VAT

TR

NS N

NN
N
\\ D
s RO
N W X
\‘\
R
3
-

W

\ \ \ N N R B \..\:\ "Q \\ R \ |

Jereo 0 prao e
R \\\\\\\\ §\\Q\§§\\ R

N

\ N
\\K\Q\\\‘ X n N \\ ) k:‘ \\:: . ‘ \




WO 2018/052374 PCT/SG2017/050462
2/23

' -l
£ 3|
T ]|

0

Ctrl  TiplckO

Figure 1 (cont.)



WO 2018/052374 PCT/SG2017/050462
3/23

C

{‘:tri Tjp1 ckO | &%\&&m 01
o
&\\\\\\m\w b2l \\\\\\\\\\\\\\&c lin Bl

B L L GAPDH B GPDH

Figure 2




PCT/SG2017/050462

WO 2018/052374

4/23

K

W

]

el

¥

(s®2 _np3 jo

5

%

“t

%

)

oy

51

¥

"

22 JHW NP3

*

k3

+

Figure 2 (cont.)



WO 2018/052374

H

5/23

PCT/SG2017/050462

Arrow: Edu Arrowhead: DAPlI Asterisk: MHC

2.0 ns
(N=3)
1.5
1.0 W
0.5
0.0 ¥ g
mono-  multi-

Figure 2 (cont.)

4

+

Edu’ MHC cells (% of MHC cells)

20, NI £ S
(N=3)
1.5+ |
1.0 I I
0.5
0.0 y -
mono-  mult-



WO 2018/052374 PCT/SG2017/050462
6/23

ns

K L KAEE RRE¥ 5 .

+

Edu cells (%)
N

Heart {mg}/Body {g)
o

day1l day25 day 137 Ctrl Tipl cKO

Figure 2 (cont.)



WO 2018/052374 PCT/SG2017/050462
7/23

Figure 3



000000000000

foud
1

Pk
x

fom
£
¥

u Nkx2.5 cells (% of Edu cells

Edu GATA4 cells {% of Edu cells

L 3 O
Ctri Tjpl cKO | Cirl Tjpl kO

Figure 3 (cont.)

’Ctri Tip1 ckO
<

Figure 3 (cont.)



A

Figure 4



PDO325901 PDO325901

, Tipl
T eKO ckO Ctrl KO Ctri KO

M)

ctrt IP oy TiPR Tip1

\c My

O

\ M\\\\\\\\\\\\\}m 5473
\\\\\\\\\\\\\\\\\\\\\\\\% R-catenin &\\\\\\\\\\\\\\\\\\\\\\\\\\\QGAPDH

BNR N R \ NN TRRThhN N
NN \\\\\O\% e,\tx:\@\ L R \
R IR T T S ,
L L MBnmn e
X D Mk N
. . 3 NN \
R 3 3 \.\\ X \\\* “_\ X N
\\ '\\ \\ N N \.\ \\. \\\
X XN ) '\\\ NRRR \§
NN D 3 X
\\ :\\ X X R,
N N 1] )
\\ >§ X \ \\
¥ IR N

S TNERNNRY X AN
S e
SIdENAR \\pwg\‘\\
R \S‘-\\ N

Figure 4 (cont.)



WO 2018/052374

11/23

PCT/SG2017/050462

E 101, "ise)
& ¥
kS
Ty 4
T
m
2«
Arrow: Edu Arrowhead: DAPI yehicle PDO325301
sk & . N ok
. (N=6) (N=5)
iy 3.' B rYe)
s e o -
8 44 g
.v:s .Q:.\' .ri"'
& , o
: | 5
G i S """"" oUTTTTT G 33 * :
vehicle  S31-201 yehicle AP-2
H e o e ok '
e
=T
@
8 4 -+
R
2.-,
0

vehicle  LGKS74
Figure 4 (cont.)



Ast1306

A Ast1306

-
Q§§§§§§§§§§§§§§§§§§gggwﬁ

\b St 13

————
i\\\\\\\\\\\\\\\\\\\\\\\\\\\\m R

PEGE \\\\\\\\\\\\\\\\\\\\m&t&m
x§§§§§§§§§§§§§§§§§§&\ AP

.......................

Ctrl TjplcKO

\\\\\\\\\\\\\\\ ErbB4

mm§ggaﬁ

Figure 5



WO 2018/052374 PCT/SG2017/050462

13/23

oo o %
2.5 A
5 g b
»
"
=

) - + Nrgl
Ctri Tipl ¢KO

Figure 5 (cont.)



WO 2018/052374 PCT/SG2017/050462
14/23

ubulin

I
ErbB2: ~-DODPPERGAPPSTRKGTPTAENPEYLGLDVPY - SEQID NO: 7
ErbB3: -~ TLRSLEATD SAFDNPDRYWHSRLFPKANAQRT --- SEQID NO: 8
ErbB4: ~-PIVAENPEYLSEFSLKPGTVLPPRPYRHRNTVY - SEQID NO: 9

Figure 5 (cont.)



WO 2018/052374 PCT/SG2017/050462
15/23

K

GST{+} -1 - GST i+l ~1~1~

GSTTjpl PDZL-3{ -+ | + GSTTipi PDZ1-3| - [+ - |-
ErbB4 |+ + | - GSTTip2 PDZ1-3| - | -~ [+ | -

ErbB4 APBM { - | - + GSTT}DE POZ1-3) -1 -1 - 1+

GST pull-down
anti-ErbB4 WBR

Ponceau staining

Ponceau staining |

Input: 10 ug

anti-ErbBZ WB
Input:
anti-ErbB4 WB .
X
Figure 5 (cont.)
QQXm s Tip1 cKO 100x

Figure 6



WO 2018/052374 PCT/SG2017/050462
16/23




-

WO 2018/052374 PCT/SG2017/050462
17/23
EE
Kok £ 3
W — Rk ER
o by § ]
" ‘10‘3 L 5 12 {N=5)
, 2 10 .
T 3
= o 8-
8 £ %
§ & X
= | g i
'z 10 ¥
S z 2
G Y ¥ é G ¥ ¥ ¥
Ctrl Tipl cKO Cirl Tipl cKO  Tipl ckKO
MI border non-infarcted
E 50- |
R 40 3: %
I~ ]
%
ZETe Y
o 20
§
€ 10
(b g

Control  Tjpl cKO

Figure 6 (cont.)



PCT/SG2017/050462

WO 2018/052374

18/23

e 7%
Lkt
R 1
g,
s, Brvee
Gosbrn
oo,
4
4
b L
Vi s
By il
% i way G
. B X
w 4 m G
m %
m Z
: %
/ £
I %
1 7
.
ey &
81
>
gy i
@\& (23

Pe

N

SR
§
b

O N N S 20

SRR AN BN AN

3
&

N
D

ot

P

N

F

60 80

40
Time (days)

20

“\\u

AN\\\\“.

\\\\\V

Grrres
oy

g Ay, g
it \\x\&.

%5 %
9%

e e

ot
23

o EE B
G Gk G
%% #

P \\M\k

o

> \,\\\\ NN 2000 Xy

R

w5
Gt Gk

D
8

\\%\?@

L

W =

(%) 43N

Figure 6 (cont.)



WO 2018/052374 PCT/SG2017/050462
19/23

)

m
o
2

“““ SRR

‘%&:Q‘ oy =N

Ly

o
o

Infa
zone wall thickness {mr

-
&
1

0.4 s v v r

Rt

A

&
$
g
N

Figure 6 (cont.)



A 531-201
crl UM e

{art

o 48 cXQ
S

531201
Tipl

SIPRE |/ <X S,
Cird KO Cin

\ Akt
. |
N

e e e
\%\%\5\\\\\\& pAkt 5473

\ A&A?{}H

A s
Wy 3

NEhainganas 3 CRELIREAR NG ]
L ] -
\x\\;\ \'}\\"\\ N R \‘w‘-‘\\\‘\\‘W\&t
e S N ;
S N ?
N . \
L . - ] :
N N\ \\\\\ N N

A X \\\\ N
L
AN 3

Figure 7



3‘};} Tind
. ;o
o ey KQ

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\}m Crrd ?}ég Ci ?;;{f
L= s

\\\\\\\\\\\\\\\\\\\wm

%\\\\\\\%\ _________ f-catenin
. B

\\\\N\\\\\\\\\\\\\\\\mhé

\\\\\\\\\\\\\\\\\\\\\\\\\\\M D

Arrow: Edu Arrowhead: DAPI

Figure 7 (cont.)



000000000000

LGKS74
Tjp1 Tip1
LEKaT4 el o O o

F Ctrl ig Ctrl §§§ w ik
fcaten \\
§§§§§§§§§§§§\\§\&w ;\\\\\\\\\\\\\\\\\\\\\\\\\\\\\m

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\gk n2 &%\X\\\\\\\\\\\\ Akt

/
/

Figure 7 (cont.)



WO 2018/052374 PCT/SG2017/050462
23/23

B

mTJP1shRNAZ! -—— SEQID NO: 3
CCGGCGTOGATTGAACTTACTASATCTCCAGATTTAGTAAGTTCAATCCACGTTTTIG

mTJP1shRNARZ --- SEQID NO: 4
CCGGCCGCGAAGTTATGAGCAAGTTCTCGAGAACTTGCTCATAACTICGCGGTTITIG

Figure 8



