PCT/NL2024/050253

WO 2024/258278

1/20

SUBSTITUTE SHEET (RULE 26)



PCT/NL2024/050253

WO 2024/258278

2120

Fig. 2a

AR

-1018

B ALER

2 AL ED)

N Nid

- NOO

- YEHN

- 49H

NaLELD

- INOO
- N3O

7L diNg

- 10AU0Y

(o} Anusoge Bunios Auojon

o
N
Koy
i

®%

Nk

- (1S

- [O1S
RALES
- YEYINES
- Nid

- NOO

- YEHNI

- A9H

- LD
- (NOO

- INOO

- L dig

- 10HUOD

1 f 1 i
<t o o —

{wrl Bo) ssswep piouebin

Las)

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278

e
<o
@
=y
T37 ER
O]
Sewmr
i B

Control

Fragment {(nM)

OGN (nM)

PCT/NL2024/050253
3720
- S
- 8
AP
-2
- O
£
K
o o e N o o
o) {wri Bo7) serstuelp prouebip
89
o
Li. , -

\
\
\

R

[Eo N S

i H
(AN e L)

{or,} Aousimye Buiuiuoy Auojen

SUBSTITUTE SHEET (RULE 26)

Fragment (nM)

OGN (nM)



450 %54 390 %5

() wawbel NY) NOO (W) Juewbei NY) NOO
00c 06 € 006 08 € - jOBUOD

PCT/NL2024/050253
4/20

WO 2024/258278

(v Bo} ssreweip pouebiQ

P - m

v . : i m *mm
Juswbeld + 357 %S NDO + 380 %S 387 %G P Dl

{or) Aousae Buiuog Aucjon

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

5/20

Fig. 4c

Control ) 5% CSk

Nuclei (blue)

SPC{green)

ok
. *
3 8 ~ .
& 60+
Sg QQ b
(4] o0 o€ =}
= 404 7T =m o By
B e RO %
57 AN P
£ \NB%
{.g G ! H i H
Control - 3 30
OGN (nM) Fragment {nM)

5% CSE

SUBSTITUTE SHEET (RULE 26)



PCT/NL2024/050253

WO 2024/258278

6/20

350 ERG-40L

) usbesy (i} uBioid

(
@mwm g

-
i

NSO + BI8g-49 |

i
<2
<2
<>
apams

- 0051

{um) smeuwerp pousbio

BIBa-401

B1ag-45) L

(U usuibesy () uisioid

008 02 £ - opueA
g m : ; _ Q
% * kS A

B 4

eg 014

(3} uonewo) piouefioy

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

7120

1.5 = 1000 ~
- s

2 T 800-
.t &< e ;
T% 1.0 OO N e
B T g 800
2 ;;
S 5
E g 400-
N [ S 5:
= G.J %
E ) o |
2 N < 200+
0.0 E 7 0 ~ .
_— = - i
E 3 g B
&) B O b=
= =
K w
= e
ar O
2 ()

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

8/20

Fragment

t
OGN

H
Control

(wri Bo7) serswerp plouebin

Fragment

OGN

Control

(

=R

) Kousioiye Buioy Auojon

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278

9720

- NOO

- ase)se(3

Sftpe

- [oAuog

- NOO

7} ase1se(]

Cond3

“od- [OIU0D

- NOO

- seiseld

Rage

o S !

{oyy-2) Ucissaldxs suss)

RER
KXo
fo
o=
<
“H1onuo
t { i t
= (a0 T e <
{loyy-2) Loissaldxs susn)
4
o0
D
Ll

PCT/NL2024/050253

%
i
kS
%:
&
;&,
§ { i
Lo X ] L]

hoyy-2) uoissaudx3 susf NOO

Fig. 8b

SUBSTITUTE SHEET (RULE 26)

Elastase

Confrol



PCT/NL2024/050253

WO 2024/258278

10/20

P

wewbes4

&
E
5B 5 0O
& » g g9
= j=4 & =
©® ©, & =
= = @D @,
i i i i .
Lo (70
o
g0 z=
e &
-4 ==
G0
& 7 o
=M. o =
0 %«. g o &
¢ A N - =
A 15>]
il
a5 M
- 3
[m] e
I =
2%

7

. 5

osRISeg ililoy =15 !

_

SUBSTITUTE SHEET (RULE 26)



PCT/NL2024/050253

11/20

(s1w) 2°0 434

SUBSTITUTE SHEET (RULE 26)

WO 2024/258278

jualibeld NOO juswbeid NOO Juslibeid NOO
a5e15813 ERls as5E1S8g
Yo mMoT - 9jiysA ybiH Mo - eeA WIH Mo - BpoIYeA
H i ] 1 @ i ] 1 i i i H i mO
N 01 m 00
o s
-07 2 - G0
B
-0 S -0}
Loy 2 gl
R A S A !Om {\\ wo !DN
A e B 223
POl B o0} b qoL “bi4
jusiesl] justesl | Jusuiesl ]
01 A8Q P 1 Aeg w ¢ Aeg P 0 Aeq
ﬂ 6 AeQ ﬂ G Aeg yﬂ L Aeg M
sisAjeuy usuiesl| weuiesl | oseseld

epl b4



PCT/NL2024/050253

WO 2024/258278

12/20

(O¢HuwIo) BInssBld
174 0b

uolRIeUXS

(UBi) WBLIBELS oy
(I BTt T E p—
SIS ~eeireen
T

{OCHWIO) 8inssaid
0 14 01

uonejeyu|

20} 614

{O¢HWD) Binssald
0g 0z o1 0

] ]

¥
<
-

I
L2
o

3d007 Ad

() sunjop

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278

Fig. 11b

Fig. 11a

PCT/NL2024/050253
13/20
@H . SI9YOUIS-X
o R B
A . ;;w%uj—gh o |- SIeNOLS JUsLNY
. o0
) o o o | SI9NOWS-UoN
i T

3 o O D O O
R =R > = © B oS R K

<§<r«§~<? L SIONOWS-XT
S <
= ow |
- 8 o :.@%u;n . SIBYOWS JUBHNY
®)) o o %-%%-ﬁw . SIBYOWS-LON
iim i H ¥ i §
<< <2 o L [ <2
g 9 [#)] o e «©2
(anssn Bury) Buess jo Aususyy
< ¢«.§<fég< - SIONOLS-XT
Q
Al o ok of- SieYOws Juaung
*®
% s o "%‘%%o . SI9YOUIS-UON
L f i T T
o <2 [aws] <2 <
o o <3 N
BliALduRIRd pOURIS %
<f <
4 L SINOWS-XT
© < ke
A oy o }
= . rtﬁg.cg al- S19yoWs Juaing
*
5 o o é%ﬂi% L SIBYOUIS-UON
iy f T T T

fo S o T R > B e

(= Co s . o

angsy Bun; pauels %

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253
14/20
& - froo—fo-of il 00D O eopgb—te A G00
T ,) T
e o SIoNOWS-¥3 = a w—gﬂ__g 5 b SIOYOUS-X
H 3 ¥ H H Ej;) ¥ H i H 3

1 ¥
m WD 2 MY O WD O D
* oeooe QO Q0 P~ M D O D

bbe (cwdyouesed) Buuies o Aisusyy

oo deodo—B 040D

o G L SIBHOULIS-X

<

i i H L} H H i
Wy O wy O WD OO
G SO 20 P~ M WD

{anssy Buny) Buwess jo Aysusiu;

Fig. 111

g a i [%é §

i Gd00
L4ET o - SIBNOWS-K3

[o]

i L} i i i
f 2 <o <2 <
Q0o L2 =3 [N

BliAysusied peumis 9,

— o w geolod k0400
g.....: o g‘r.»%—c% SIBYOUWS-XT
(@) ——

i
° Lo <3 2 <3 oo
[e o (o) =3 [}

anssy Bun| paugls %

[
&
&
O]
of il
R
i
o)
1
—
# o)
i
=)
o)
e
=

O L2 [ WD <X
Pn P (<] <>

LL‘ {suifypuased) Buues jo Ausueyy|

A0
SIBYoUs-X3

2 . « g FAIoD
% o posdid s Lseyousxa
m;) i 3 i i i §
=g egge -

AHddOO
SIEYOUS-X]

in
e

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

15/20

Ergg 1223 Alpha-Smooth-Actin

*

Xk

Foofe %

Gene expression (2-AACh

0
TGF"ﬁ - + - - + +
Osteoglycin - - - + ) +
Fragment - . - + 3 +

FEQ 12b Collagentaf

3 *

Rkl

Gene expression {27448

TGF-B - + - . - +
Osteoglycin - - - + . - )
Fragment - - - + ) +

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

16/20

Fﬁg . ’§ 2@ Fibronectin

Gene expression (2-AACh

0

TGF-B - +
Osteoglycin - - - +
Fragment ~ - - +

Fig. 12d

TGF-f

Gene expression {2444

0

TGF-f - +
Osteoglycin - - - +
Fragment - - - +

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

17/20

Fibroblast Myofibroblast

Z-500r6

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

18/20

Mannitol

Inulin
Fragment

ki

Fresh

Control

<3 < < <3 <
[ < < <2

[ w3 L) LED

() ~ o

WN0s prouedio pezZIBULION

Fig. 14

Spray-dried fragment - Day 0

Fragment

*kK

k&

JUN0O pIcURBIn PeZIBULION

SUBSTITUTE SHEET (RULE 26)



PCT/NL2024/050253

WO 2024/258278

19/20

uewbeyy psup-Aeids
Hu %E/ 002 H %0/0.09
[Cliuueyy  uinup jojuueRy winyg

PRI

J0AU0D)

8713

A

uewbel paup-Aeidg
HY %EP/0.0¢ Hy %0009
00D IONUUBIY  URNUL JOJULBKY  UINUL YSBid4
! \\\w _ & _ m
o Z /
s S %
2 N R
- (001 m. > ar
0051 = )
2
- (00¢

Aunaers sBesois yoem | - wewbel; paup-Aeidg

Gl "bi4

unos)

HiNGo proueBio pozIeULION

SUBSTITUTE SHEET (RULE 26)



WO 2024/258278 PCT/NL2024/050253

20/20

« Lungmap 5
* expression in AT1 |
L and AT2 5

» Pubmed

| * Phobius « Uniprot

Fig. 16

SUBSTITUTE SHEET (RULE 26)



