WO 2020/221906 PCT/EP2020/062156

FIGURE 1

A ITR CMV cDNA barcode ITR

j S—

111

B

Barcoded secretome library in Frequency of vector
AAV plasmids (1200 cDNAs) barcodes
AAV . H ‘+M! _ Enriched afterMi
(cDNA beneficial)
Lost after Mi

. (cDNA detrimental)
- Neutral

24 pools of 50
vectorseach  AAV9 pool

NGS
(Illumina HiSeq)

t

Recovery and ampilification
Intracardiac injection of barcode DNA

‘ f 3 weeks

Each vector expresses its Most CM die; those
cDNA in a different CM expressing a beneficial factor
have a selective advantage

112



WO 2020/221906 PCT/EP2020/062156

FIGURE 1

First round of selection
24 AAV9 pools, 1198 factors

[ ¥
i ]
mgs  ®

D 6~ Second round of selection
s 4 AAV9 pools, 200 factors
@
T e
1=
S¢
w O
>
=N
ke
¢
Li.

2/12



WO 2020/221906

FIGURE 2

607
50

40

30

LVEF (%)

20+

10+

15

KRR

30
Days after Ml

PCT/EP2020/062156

[ ] Mi+AAve-Control
M1+ AAV9-Chrdl1
Ml + AAV9-Fam3c
B mi+ aAvo-Fam3b

L S
e e

60

30
Days after Ml

3/12




WO 2020/221906

FIGURE 2

PCT/EP2020/062156

[ ] mi+AAv9-Control
] M+ Aavo-Chrdit

35
30 MI + AAV9-Fam3c
.|l T B mi+ Aavo-Fam3b
g 25
=
s 20
>
o 151
©
£
= 10+
5.
0
D Fiber area
750 - N .
]
aé 700 - - v
2 600 |
8 ... K .
Snne O ]

5 ol B b
] v
A~ S S
O 300 A Yyyy .
; :E. A::"‘ "'V;""" “00:
200 - '-: Aaia, 1;;:, eine

L] A b
0] B ddms ooy R
At Yyvvy
0 . : ; ;
Ctr Chrdll Fam3c Fam3b

4/12



PCT/EP2020/062156

WO 2020/221906

FIGURE 3

B-MHC

a-MHC

¥

F¥

]
el
o)

n+.|»¢ ®
®e Tm ®
. le
co H{y e
k|
e & [eled e
L S
P31eBIIUN IBA0 PIZIRUHOU (1dYD) IBA0
uolssa4dxe plo) JHW-9
o oH1p oo
: ee TII.T..-
1 e e Td—,L %
| &
oo 4%
o &%
1] 1 ¥ ¥ I
n o 0 o n S
~ [ P o [ [=]

PaleaJIUN JSA0 PIZIEULIOU (1dYD JaAC
uoissaIdxa ploy IHW-D

Chrdl1 Fam3c Fam3b

Ctr

Untr

Chrdlt Fam3c Fam3b

Ctr

Untr

M

Mi

Ryr2

SercaZa

O

r
N
o~

A
e @
T..'._ eo m
L.
(]
[38]
® e oo <
- 6
. e obfh o |5
% o
(W]
@
@ Ll!ﬁo W
@ e
eoltlee &
o]
i 1 H T
[=] w < Lt <
~ - - o o
PR1ERIUN IBA0 PIZIBULIOU (JdYD 13A0
uoissaidxa pjoy z 14y
O
i _ b
[ X & 9 <
[ £
-
& ® ®
i fe E
L.
* ® ee o I
B [y
ot W
@ S
e e ® | <
e | Y
® b=
®e ® c
ler—fe % £
f 1 T T
=] By Q 0 o
3 L B o [

Pa183IIUN JSAQC PRZIRULIOU J dY O JaA0
uoissaIdxa p|o) ezedas

Ml

Mi

5/12



WO 2020/221906 PCT/EP2020/062156

FIGURE 4

A O ravscontol

AAVO-Fam3c
I AAv9-Fam3b

L W L
40+ — A ™
- E E £
= @ @
g9 L&
—~ l (o)) ()] (o)1 =)
& 304 z 2 z =
= < <« <L <L
*
Tﬁi T
c 204 LC3
+ .
T # B-actin
5
‘_ 10'
O_

C [ ] AAV9-Control D

AAVO-Chrdl1
| AAVS-Fam3c

Autophagic flux

| AAV9-Fam3b 1007 JLC3* autophagosome
3.0 - *x Bl LC3 autolysosome

* o
= &

c .
=] 3
gy &
& 3 g
£3
m D o
it 2
- |

= =
(]
=
oy
o

Fam3c
Fam3b |
Chrdl1
Fam3c
Fam3b

6/12



PCT/EP2020/062156

WO 2020/221906
FIGURE 5
hAAT-AAVS Echo +
intra-parenchimal M Echo Echo Sacrifice and
injection heart collection

LVEF (%)

AAVB-Ctr

60

504

v B |

Day-10  Day0 Day 15 Day 30 Day 60
= = o w [¥] o L o0 0
EE oy (58] o vy M M M
=5 & ,_%_g_% s.,‘.gf%%%
222 939si% 358938
o0
<33 22522z 222323232
< < < T < < << < 2 < < < < <

Ml + AAV8-Control
Ml + AAV8-ChrdI
Ml + AAV8-Fam3c
*x [ MI+AAV8-Fam3b

*® %% FE L xx

HRHE

15 30 60
Days after Ml

7/12



WO 2020/221906 PCT/EP2020/062156

FIGURE 5
L1 M1+ AAVB-Control
Mi + AAV8-Chrdl1
MI + AAV8-Fam3c
D 2504 .. [ Mi+AAV8-Fam3b
200+
@ ®
3 1501
el
~ 1001
50+
0
30
Days after Ml
E (] M1+ AAvs-Control
35 M + AAV8-Chrdl
304 l 7l MI+ AAV8-Fam3c
95 B MI+AAV8-Fam3b
5 *
5 20+
o
= 154
S
Y 104
5.
0

8/12



WO 2020/221906 PCT/EP2020/062156

FIGURE 6

EEE
EEE
oo O
cc C
oo ©
oo O
NN
=83
ePec¢
OL o ®
(N IR I 1 N =
L] =
LN
O
>
— -
=
=
o
e
O
)
o
m
©
faa)
l T | ] T
o 0 O <t o~ o
-

(]0J3U0D) paleaIuUN JIBAO P|O))
AlAIDR //€ 9sedse)

9/12



PCT/EP2020/062156

WO 2020/221906

FIGURE 7

JIAf 1810 SYFUOW | 931 &mm,ﬁkgiuu

0

FS0

oL

YIS

-5l

0T

LIPAYD-BAVY £ Lez
-eAvy = YWSP

50
gtk
5L

LBLeD

0T

=34
ot
~§'E

(LoD U

150/qoIqy 3jnpe
LipiyD  esed LipaYyo  jesed
r0C ] - i
oL S i
20
S 1o B -
%53 :
W
0e 5 2
o @ s
o 2 @ ]
P4 MW%\ !
L7 oS
[aRiv} i YING-D
|w/Bu 05 | §J6 mm
lwy/bu of L546
jw/Buy Lgyb) ==
jeseq
LIP3 Buneyd wojiejos)
Xid \_,mmm.wgm UoHe RIS i@ Isejqoigly
skep 9 £ z L 0

1sejgoiqy ceipaed Aewud ynpy

Do~ O et O

(Kyisuap pajesbiaiul)

Sjaaa] YINS-D

10/12



PCT/EP2020/062156

WO 2020/221906

FIGURE 7

Coltal

a-SMA

O

=
o

Vs

20U
] 4

oo

i ]

C <L <C

ST
if

i = ol

° B
2 =7
S8 3
adyD J8A0 pazijewou dVvD 4on0 pazijeuslou
uolssaldxs |pLjoD uoissaidxe 19461
¥ o %
[o N

@ e m A

3 =i
SN Om T MmN - O Co o~V MmN — O

adyD JeAo pazijewtiou
uolssaldxa YNG-D

AdVD 19A0 pazijeuriou
uossaldxe gdWIN

CD1 mice 3 days after MI

11/12



PCT/EP2020/062156

WO 2020/221906

FIGURE 8

qswed-6AYY |

dEWed-6AvY
LHPYD-6AYY B
jonuod-6AvY M

lusiuiesl] Jo m%MD
09 o

JuaWesI] Jo shkeq

¥ W N Fke X¥ ¥

s

(210154s) Jerowelq jeulazul A1 S O'F

[OIIUDD) e
geured
ocuied -

LIPID e

0 09 ot 0
0
oL —
= :
S |
0 2
W |
0e I .
W KK KR Rk KR K
uopdel4 uondsfi A1
jusunea jo skeq
08 09 ov 0z 0
: : : * ‘10
Sz &
o
=
0§ &
<
5
A
== 00l

r0C

oY

09

- 08

(%) 431

12/12



