WO 2023/031397

FIGURES

Figure 1
A

25+

N
<

mAU (280nm)
@

-_—
e

PCT/EP2022/074449
1/19

C0090

C0083
C0008 (control antibody)

74

Aggregates
A

100-

80+

60-

401

mAU (280nm)

20+

12 14 16 18 20 22

Retention Vol (mL)

Co1s

Retention Vol (mL)

12 14 16 18 20




10

WO 2023/031397 PCT/EP2022/074449

2/19
Fig. 1 contd.
C
30-
257 s CO115 1

2 eee CO118

5 10 15 20 25 30
Retention volume (mL)

Figure 2
120+
- C0008
1004 =+ C0115
= C0118

normalized OD450 nm
»
2

0.01 0.1 1 10 100
mAb concentration [nM]



WO 2023/031397 PCT/EP2022/074449
3/19

Figure 3
. oxMIF ,
g 100~
c
o
< 80'
o
- 601
o
N
® 407 redMIF
> 201
0' T T T T
IR DO O 0
Ny Q\" Q\" SEY Q\" Q\" O
(O ) &) Q° (O O &) Q°
B S
@ \0
Figure 4
A
4x104+
=) 4 C0090 E
- ] -® C0083 -~
3x104
% X ¥ C0118 .
4 C0115 R
Q o [ ]
3 2x10%- P
m ’
'E r';i
£ 4
=
3 1x10%4 !
- ::"
0 1 ] 1 ]
0.01 0.1 1 10 100

mAb concentration (nM)



WO 2023/031397 PCT/EP2022/074449

4/19

Fig. 4 contd.
B
4x%105-
=) ! ,.E—--E--
EI 3x1054 ® C0008 .
3 «cotis ¥
c /
8 2x10°%4
3 4
@ ;
= K
E 1%x105- i
y
i
I e
0 . | — T T T
0.01 0.1 1 10 100
mAb concentration (nM)
C
1%103+ & C0090
- C0083 E
=) -+ C0115 E )
) .
g 8x1024 ¥ C0118 -
<))
Q
c
@ 6x102-
(2]
Q
£
£
2.
3 4x10
2x102 | | 1 1 1
0.01 0.1 1 10 100

mAb concentration (nM)



WO 2023/031397 PCT/EP2022/074449

5/19

Figure 5
2x106-
4 C0083
¥- C0115
=) -© nivolumab
Z 1.5%10°-
(0]
[8)
c
3
o 1x106-
()
=
S
3
5x1054
mAb concentration (nM)
Figure 6
5 A
6x106-
4 C0083
@ C0008
= 6.
3 510% v corts
e
o 4x1064
Q
c
[0
9 3x10°4
(]
R
E  2x10¢
- ¥
1x106- i-i--f"i"i"f'

0.1 1 10 100
mAb concentration (nM)



WO 2023/031397 PCT/EP2022/074449
6/19

Fig.

B

Luminescence (RLU)

6 contd.

4x106-

@ C0008

axqge ¥ CO118

2x106+

1%106+

--!--!--!--i’"f“i"{“{

0.1 1 10 100
mAb concentration (nM)

5 Figure7

A

Geo Mean (AF488)

16000 -o- Co0008 120007 g coo08
-¥ C0090 ¥ 0083
14000 -4 C0118 100004 & CO115

©- Isotype IgG © Isotype IgG
12000+

8000
10000

8000- cﬁﬁ

T T T 1
0 10 20 30 40

mAb concentration (nM)

Geo Mean (AF488)

6000

0 10 20 30 40
mADb concentration (nM)



WO 2023/031397

7/19
Figure 8
A
MCP-1
40000
Il CO0115
E 30000- C0008
=3
o
c
]
E 20000+
]
c
(3
[3]
5
o 10000+
0 L] T T T
0 0.07 0.7 7 70
mAb concentration (nM)
B
IL-6
15000
E
=2
2 10000+
c
2
£
(=
3
e 5000+
o
(]
0 T L] L] L]
0 0.07 0.7 7 70
mAb concentration (nM)
C
TNF-alpha
30
Il C0115
— C0008
E
2
. 201
c
L
S
£
s
c
©
(%]
c
]
&)

0.07 0.7 7 70
mAb concentration (nM)

PCT/EP2022/074449



WO 2023/031397 PCT/EP2022/074449
8/19

Figure 9

A

day 0 -1h day 0 - 6h day 1 -24h day 2 - 48h day 3 -72h day4-96h  day7- 168h

A
n
—
—
o
)
day 1-24h day 2 -48h day 3-72h day4-96h  day7-168h
A
[ve]
o
o
Q
)
v
0.87 = C0008
- CO115
0.6

RFU/area
o
t

o
(%)

0-0 I I I 1 I I I I 1
SIS SR CIR SIS

Hours



PCT/EP2022/074449

WO 2023/031397

9/19

Figure 10

N

)
4

. -

o
o

250
200+
150

1 1
o (=4
o n

-—

9409 21jLYLIY dA3RINWNYD

%k %k

ol

Cn

e

250
200

150

ONV ssauwqdlyl med

100



WO 2023/031397 PCT/EP2022/074449
10/19

Figure 11

A

5+ Fokkok

Heamaturia (Urine dipstick)

B
150 - *
—_ [
_E °
~ A
g’ 100 -
= $ i *
o] - .
T
3 A A
:.0__3, 50 =
1<)
1™
o
0- T
V\‘\“ O\\Q
S
) 1
°



PCT/EP2022/074449

WO 2023/031397
11/19
Fig. 11 contd.
C
0.3 [
0
©
(3]
+
©Q 0.2
(]
(&)
ks
2 0.1+
)
£
o
O]
0.0-
5 Figure 12
C0132 C0133
(Fab/scFv-Fc) (Fab/Fab-scFv-Fc)
Anti-oxMIF Anti-oxMIF
(Target 1) (Target 1)

Anti-HSG
(Target 2)

aaaaaa

Anti-HSG
{Target2)




WO 2023/031397 PCT/EP2022/074449
12/19

Figure 13

2.5
-e- C0008

2.04 -© C0132
-+ C0133

1.5+
* |sotype IgG

0OD450

1.0

0.0 —+—* !
10 100 1000 10000 100000

mAb concentration (pM)

5 Figure 14

OD450nm

redMIF

® ) ® )
SOOI SR

Q Q
> & O

10



10

WO 2023/031397 PCT/EP2022/074449
13/19
Figure 15
day 0-1h day 0 - 8h day 1-24h day 2 - 48h day 3-72h day4-96h  day7-168h

C0133 C0132

Control

Figure 16
A

DOTA

O

DTyr-DLys-DGlu-DLys

IMP-288




10

WO 2023/031397 PCT/EP2022/074449
14/19

Figure 16 contd.
B

Figure 17
A
800+ 4 C0132 5mg/kg/ ""7Lu-IMP288 4 nmol/kg (18.5 MBq)
- 4 © ""Lu-IMP288 8 nmol/kg (37 MBq)
X 600 ¥ Venicle (4 mLikg)
@
& -
=
O 400
o 00
| &
g -
= 200-
-
O 1 1 1 1 1

1 1 1
-3 0 3 6 9 12 15 18 21

T T days

C0132 "7Ly-IMP288




WO 2023/031397 PCT/EP2022/074449

15/19
Figure 17 contd.
B
100 - ; a

)

: I == C01325mg/mg/'""Lu-IMP288 4 nmol/kg (18.5 MBq)
§ 80- ; : -+ "7Lu-IMP288 8 nmol/kg (37 MBq)
'E L : = Vehicle 4 mL/kg
3 i
» 604 ---

e 1 i
: - —-!mm'
(¢}] ' "
g 40 Voo
o .
20- . LA
i i
. i
0 § :
0 2 4 6 8 10 12 14 16 18 20 2
Days post treatment
C

110+ 0.5

100+ ===
L 90
=~ 80-
K e
=] (758‘
w —
= 50-
>
© 40- 177,
O 30 T C01325mgikg/ '"'Lu-IMP288 4 nmolikg (18.5 MBaq)
o 204 © 77Lu-IMP288 8 nmol/kg (37 MBa)

10=| -¥- Vehicle

O 1 1 1 1 1 1 1 1

-3 0 3 6 9 12 15 18 21
1 T days

Cc0132  ""7Lu-IMP288



WO 2023/031397 PCT/EP2022/074449
16/19

Figure 18

8007 C0133 5mg/kg / """Lu-IMP288 2.9 nmol/kg (18.5 MBq)

© 7 y4-IMP288 5.9 nmol/kg (37 MBQ)
-¥- Vehicle

(o))
o
T

Tumor volume (%)
N
o
T

| 1 | | | 1 1 1
o 3 6 9 12 15 18 21
? T days

C0133 "7y IMP288



WO 2023/031397 PCT/EP2022/074449
17/19

Figure 19
A

- “® C0132 2.5 mg/kg / ""Lu-IMP288 2 nmol/kg (3.7MBq)

4 C0132 5 mg/kg / '""Lu-IMP288 4 nmol/kg (18.5 MBq)
7| = 77Lu-IMP288 8 nmol/kg (37 MBq)

(o))
o
o

D
o
T

Tumor volume (%)

0 1 | | I | 1

-5 0 5 10 15 20

T T days

c0132  '"7Lu-IMP288

B
T —— S ™ C0132 2.5 mg/kg / "77Lu-IMP288

i 2 nmol/kg (9.3 MBq)
= -0 177
© i R .m C0132 5mg/kg / ""7Lu-IMP288
; 80 : : ol nmol/kg (18.5 MBq)

. i |
5 ! i _17TTL4amP288
» 607 ;g ' 8 nmol/kg (37 MBaq)
o 1
: : --------
o ; [
2 40+ : :
[ §
o i
20- g!vbwwa‘x b---.
!
0 T L] T T . T T

0 2 4 6 8 10 12 14 16 18 20 22
Days post treatment



WO 2023/031397 PCT/EP2022/074449
18/19

Figure 20
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