WO 2025/029618 PCT/US2024/039715

124

Target protein
binding Fab

NRP1 binding scFv-Fc

FiG.

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

2i24
0.3- :
: 0.3-
02- :
£ g£02-
& =
§ 100 200 300 400 500 0 100 200 300 400
Time {sec) Time {sac)
FIG. 2A FIG. 2B
0.3-

o : | :

¢ 100 200 300 400 200 0 200 400
Time {sec) Time (sec)
FIG. 2C FIG. 2D

200 400 200 400
Time (sec) Time (sec)

FIG. 2E FIG. 2F

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

24

1 ——— . "
{3 200 400 0 200 400
Time (sec) Time (sec)
FIG. 26 FiG. 2H

0 200 400 0 200 400
Time {sec) Time (sec)
FIG. 21 FIG. 2J

0 200 400
Time {(sec)

FIG. 2K

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

4/24

B 7 oty

Gé 100 200 Béﬁ 430 5@
Time (sec) Time (sec)
FIG. 3A FIG. 3B

: : 0 200 400
0 100 200 300 400 500 Time {sec)
Time {sec)
FIG. 3C FiG. 3D
e
01 b P e —
= // M’"
0 | .
0 200 400 g 200 400
Time {sec) Time (sec)
FIG. 3E FIG. 3F

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

bi24

e S—
Il __:‘%W
ool /,:;Mwm
= ///
0.1 ”/
U e x
0 00 400
Time (sec) Time (sec)
FiG. 3G FIG. 3H

g 200 400 0 200 400

Time {sec) Time {sec)
FIG. 31 FIG. 3J

8 200 400
Time {sec)

FIG. 3K

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

6/24

P-VEGFR2
(Y1175)

VEGFR2

FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

7124

Construct 2 o  Construct 2

PVEGFR2
YI175) 0

Construct 2

intensity

1004 {050: 12.9 NM

band

)

W 175
Relate o control

% P-VEGFR2

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

824

Construct 3 L ~ Construct 3
VEGF165 (2.2ng/ml)

e N :
S8 v

? ’Vo
Y

PVEGFR2
s

Yy

Construct 3

1004 1C50: 3.3 N

) band intensit

%Y’E 173
Relate o control

% P-VEGFR2

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

824

Construct 4 L __ Construct 4 |
VEGF165 (2.2ng/ml) VEGF165 (2.2ng/ml)

P-VEGFR2 P-VEGFRZ \

Construct 4

intensity

100+
1050 410 nM

band

)

%Y’E 173
Relate o control

% P-VEGFR2

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

10/24

Construct 5
VEGF165 (2.2ng/ml)

§ $ m\\“\\\\\\\\\\\\\\\\\\\\\ﬁ

P-VEGFR2
. (Y1175)

FiG. BA

Yy

Construct 5

100+

band intensit

iC50: 61nM

)

%Y’E 173
Relate o control

% P-VEGFR2

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

11/24

Construct 6 . 5 Construéts

Construct 8

intensity

100+

band

)

IC50: 10,130 ni

%Y’E 1758
Relate o control

% P-VEGFR2

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618

PCT/US2024/039715

12/24

Construct 7 Construét 7

S

O

VEGF165 (2.2ng/ml)

VEGF165 (2.2ng/ml)

Fiz. 10A
=
% Construct 7
k= I050: 1.74 nM
w 100
&P
£
> 5
Nm
ey P
N
D O | - ——
0. 3 02 40 1
> Log[Cmpd (M)}
FIG. 10B

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618

13/24

PCT/US2024/039715

Construct 11

Construét 11

FIG. 11A
&
B Construct 11
ks
£
g@?ﬁ@-
E IC50: 20 N
WQ B
g
> 5
Nm
o ;
)
L4d
I e
a. 3 2 10
> LoglCmpd (uM)]
FIG. 11B

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

-#~ Construct 1

100 % g E i

% Growth rate
Relate o control

5~
G H H H i ¥ H
0 -8 B -4 -2 ] 2
Log[Cmpd {(uMj]
FIG. 12A

meé

-#~ Construct 3
—— Consiruct 7
- Construct §
-8~ Construct 10
- Construct 11

[43]
Lo
]

% Growth rate
Relate to control

o

FIG. 128

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

1524
% 25007 Yehicle % 22003 - Vahicle
& 22504 = Construct1{10mghg, ip, BIW) &1 20004 -+ Panitumumab (3mgfky, ip, BIW)
2L 100 = Consuet (mghy,p.B) 1

= =
= £ 1600
e = 14001
g £ 12001
3 £ 1000
g g 8004
= = 600
B B 400
2} U3 4 ;
% % 200+ g
& — - —

g8 8 10 12 14 18 18 2 4 & 8 10 12 14 16 18 20

Days Post implantation Days Post Implantation
FiG. 13A FIG. 138

= 22007 - Yaghicl = 22007 o Vehicle
G 20001 Pandumuned (Bngkg, b B G 2001+ Penumunab (rghg p 8 ]
o~ 18007 = Construct 2 {5.825mgikg, i, BIY) &~ 18007 o Construet 3 (6.85mglkg, ip, B) /
é 1600 g 1 /
o 1400 -
E 1200 g
£ 1000 £
g 8004 g
= 600 =
B 400 S
(42} oy
2001 =
3] 43
i L e S s S o s s et s s = (e ey

141618 2022242628 30 32 34 36 6§ 8§ 1012 14 16 18 20 22 24 28

Days Post Implantation Days Post Implantation
FIG. 130 FIG. 13D

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618

16/24

PCT/US2024/039715

SUBSTITUTE SHEET (RULE 26)

= 2200 . = 12007 - Vehicle
& 2000] " Vehce & 11004 -+ Pantumumab (Smylkg, i, BIW)
H a0 oo Partumumeb (gl i, BW) | H 1000 = Consiuet 7 8 Bl p BY)
) =~ Construct 7 (6.86mgfg, in, BIW) & g@@f’%&%‘ﬁﬂ’c"§“’S‘s’?ﬁi§f’§“£'“§&§; """""""
£ 1600 / £ 1k
& . E %Gw@%fuc?
= 1400 -
E 1200 E ;gg
B ] B j
z 1000 % 00
2 8007 £ 4004
= 600; £ 30
HES 400" % 2@{}_ e ; sodfomnsn B
% 200. % 106“ ......... “““‘*%-m»...._.a
4 6 8101214161820222426 28 § 8 10 12 14 16 18 20
Days Post Implantation Days Post implantation
FIG. 13E FIiG. 13F



WO 2025/029618 PCT/US2024/039715

17724

Arti-NRP1 Anti-NRP1
CTRL mAb Pnm mAb + Prm Construct 1

EGFR

NRP1

Actin

FiG. 14

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618

PCT/US2024/039715
18/24
Control Construct 11 (150 nM)

MG132 - + = - + =

Baf A1 - - + = - i

EGFR

NRP1

Actin

FIG. 15

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618

PCT/US2024/039715

18/24

T790M/L858R

EGFR

Internalization
Degradation

Lysosome

FiG. 18

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

20/24

CTRL 0.77 nM 1uM

EGFR
Panitumumab

Actin
Amivantamab EGFR

Actin
Construct 11 EGFR

Actin

FIG. 17

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

21/24

30003 —e— 1961 isotype cfr. (Smg/kg, ip, BIW)
= 27001 ~e~ Qsimertnib (1mglkg, ip, QD)
- —— Panitumumab (5mgfkg, ip, BIW)
-2~ Construct 11 (6.87mglkg, ip, BIW)
~a Amivantamab (5.05mg/kg, ip, BIW)

+S
N
I
[
(]

— N
o =
S ©
S &S
RN [ ST T [ S T

1500
1200
900
600
300] L

Means of Tumor Volume (mm3)

5 10 15 20 25 30 35 40 45
Days Post Implantation

FIG. 18A

18007 _o— 1961 isotype cfr. (10mglkg, i, BW)
16004 ¢ Osimertinib (3mglkg, ip, QD)

-o- Amivantamab + Osimertinib

14004 —2— Construct 11 + Osimeritini

10001

600+
400+

2001

Means of Tumor Volume (mm3) + SEM

4 6 8 101214 16 18 20 22 24 26 28 30
Days Post Implantation

FIG. 188
SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

22124

30007 _e— [961 isotype ctr. (5mglkg, p, BIW)
] ~o- Osimertinib (3mg/kg, ip, QD)

25001 " Construct 11 (6.87mglkg, ip, BIW)

1 --=- Amivantamab (5.05mglkg, in, BIW)
2000

1500

10001

Means of Tumor Volume (mm3) + SEM

5001

0 v 1 M 1 v 1 v 1 v T v T v 1 M 1 v I v T v 1
6 8 10 12 14 16 18 20 22 24 26 28
Days Post Implantation

FIG. 18C

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

2324

[

= Infegrin avfB3 @ NRP1

CTRL PTX-418 PTX-420

Protein Level {Fold control)
&2 S & O
C3 a3 B O3 O e B3

FIG. 18A

e

€2 3 B B OO o~ B3
| I RN [ N R—

= Infegrin avpd = NRP1

PTX-421 PTX422

Protein Level (Fold controf)
Lo B - B oo B s |

FIG. 188

SUBSTITUTE SHEET (RULE 26)



WO 2025/029618 PCT/US2024/039715

24724

CTRL  8M 40pM 200pM 1nM  5nM

FiG. 20A

CTRL  8M  40pM 200pM  1nM 5nM

PD-L1

NRP1
Actin

FIG. 208

SUBSTITUTE SHEET (RULE 26)



