WO 2025/031928

(a)

1/8

PCT/EP2024/071818

Cisplatin  rhBDNF
injection  injection

v

Cochlear tissues
collection

! !

? 1h 3 7

| ]

| It

= S

Wistar rat T @ ?
ABRs ABRs ABRs;
Baseline Morphological analyses;
Western Blot;
Immunofluorescence analysis
(b)

FIGURE 1



PCT/EP2024/071818

2/8

WO 2025/031928

(gp) Bys ploysaiyy

FIGURE 2

(zHy) Aouanbaiy (zHA) Aouenbaiy (zHY) Aouanbauy
2 ¥ 02 9L ¢ 9 ¢ vZ 02 9L T 9 ¢ vZ o0z 91 T 9
1 1 1 1 ] ] 0 1 1 1 1 i /] 0 I 1 1 1 1 1
3 o
a3 o - 5
e & g,f%m\i& 4 Lo 3
> 4]
e 3
-0z & Foz &
g =
= &
-0¢ = F0e
ORI = z - ANQgui+sID -z~
1+S1 : ’
3o -e- -0 u“w__m_mmhw% MM op BPIYBA+SID o~
a ) (o)
(zH)) Aouanbaig (zHx) Aouanbaig (zHM) Aouanbaay
¢e v 02 9L 2 9 ¢e vZ 02 9 2L 9
1 i 1 1 ] I 0 ] ] 1 | I 1
3
-
a oL =
% 113 m
g g
-0z & oz &
g z
= E
-0¢ \m e g
. -~ ANQgUI+sID = ANQGUI+SID -
[PIUSA == L ov JIYBA+SI) -~ ob SIOIUBA+SID &~
mo &
€a (0) ir/bri g (q) /el ¢

T i
L=] <
o~ -

1
<

™
(ap) yius ploysaiyL

I
(=3
<

—
©

~—



Wave ll/ms

WO 2025/031928

3/8 PCT/EP2024/071818

(b)

150
o Ctrl ~ * ok
5- Faw » Cis+vehicle E
dededk . £
g A Cis+rhBDNF >
o -
4= / .8 100
P
3 o
=
2 50+
2~ c
>
]
1+ « . ) P>S
= Ctrl vs Cis+vehicle
# = Cis+vehicle vs Cis+rhBDNF 0-
0 L] i i ¥ i 1 i

100 90 80 70 60
Level (dB)

CtBP2

DAPI

50

40

FIGURE 3



PCT/EP2024/071818

4/8

WO 2025/031928

%Wox K M\i B
[ T NR——————— \VOV s \VQQ
% %

r T T T
g 8§ g @ ° e v © w o
o o

- - =]
sa 08 /s1eqy jo Jaquinu {wir) ssauNolY} Joqly
o T
' g
LN S . e -

0% . - :WWTQQ L

'3 SO QA\O ] ,«VQ
* o e ] %
'Y %y
.

™ %
* T *
*| o srew % L — 9,
. +L - £, [ .o 4 9
» n. F Y AU ' m.ﬂ.»{ggﬁx R \-Q

r T T f Y T T
w o ® ° < w = w Y
- < « ¢ ¢ & ¢

wirl gg /s10qy 30 18quinu funi) ssaunongl Jeqy

—

L

—
[+ e
N

FIGURE 4



WO 2025/031928 5/8 PCT/EP2024/071818

(a) (b) (C) (d) Apical Middle Basal

Ctrl Cis+vehicle Cis+rhBDNF 150 ** X

*Hk t *kok l
E 100 i =
£
3
3 s
5 4
®
T 8 & & ae &
CFS FE S
c® O\e"( o & ¢® O‘F’X\

(e) () o (9) Cis+vehicle (h) cis+mBDNF

Basal

Middle

150
E
£ 100
B
z
Q
Q50
R
®
N3
e (k) *
80 HNKK £ 3
s
2 )
c-caspase 3 3 5 80
&5 -
& g 40+ § .
[}
caspase 3 28 . pilee
56 204 e Lo
K3 %
GAPDH AN RN
& Qé<
& )
X &
® g
O\

FIGURE 5



PCT/EP2024/071818

6/8

WO 2025/031928

| pTrkB (7519

reb

TrkB

D e

° Y
b %,

W le
S S
oln.] 0 O

e 7,
L e
o % %
o job

1 1 I
n o a0
<

* %k

2.0+

2

- <o
"0°0) 9340/, 830

w@%&&@»&k&&m&«gh /VN\O

b

S, *®
[ SRS o R &

*%

.0

¥
wooe w9
2

—

o~
T (@0) 8Ly, @HLd
S

FIGURE 6



WO 2025/031928

PCT/EP2024/071818

(cl s (d) s *% *%
a o
) ) l l
@ 2 % 2
- i
8 | 3 .
§ [~ 5 B
ST S N 5T
e f 3 | | 2 | -
9 | L < o | L
S o & S & K
x‘\e \(@0 x\\e {(\%0
o < .
o C.)\%X P O\%x
: \7 . \3
Woe 30\\\ e oW
(e) e (0 M oo g N\

o

o

s

SOD2/GAPDH (0.D.)
n

a

e I

T 2

g

3" ]

N

° N2 &

SR
%) x{(g;

<

FIGURE 7




PCT/EP2024/071818

8/8

WO 2025/031928

3
L
z
-

. \3
g™ ono® ce* ‘“BOV\

o

(c)

\oe ONF
G\‘\ C\swe“ C\s-\-(\’\e

(b)
GAPDH

p75

e o
o G\swe“ G\s)((‘(\a

(a)

)

a—
]
-~

(d)

('a’0) Hadvo /P-INL

.0 T /V\A\
* T 0%
* v.\x%
S,
. ..@%%%%%% \.@XJ O
* [ BN
R rU
I i L) 1] 1]
noe w e o o
N o~ - Ll o o
(-a'o) Hadvo/g*-4N
e %. szN\
* et s,
* PR— w.\\x
oHrm N ovox awv
* %
* g \\x%
V.
Ko IR PR
) | 1 1] i
woe w9 w o Q
o~ ~N - - (-3 (-3
(‘a'o) Hadvo/sLd

FIGURE 8



