WO 2025/090811

Compoundg-K inhd)

Cone (nkd)

Camprund-K (nkd)

Cong (nM}

s,
P

e

PCT/US2024/052877

FIG. 1A

% growth inhibition

IR 73.8%
ST 4,491

§9.17 FiG BRAF TH40
SR G348 814 89253 BEFF 8488
FARY O IRAT 343 2388
188 AR DN T R

135k 835Bx 31388k

25%

Compowd-A (inhd}

""‘“

ax

FIG. 1B

BLISS Synergy score

LR
e

RE 2.4 ~3.78 1.4 1.3%
108 F3B 38y TS Q.5
3.3 N bl G 282 R B

15AF 0 Was ESCP S I S ER

o s o e w e . o

&.54 .03 2343 2387 ES TS

RIS SIS 13 S83 148
3 @ ) & N §

1x

8% 28 1200 8%y HE%x

Compound-A )

1/6



PCT/US2024/052877

mon

A

Y growth inhit

FIG. 2A

WO 2025/090811

o w4 pod
pred y %:,M
) o ,
4 £~ o ” 5y o i fre ™
2 ot o ko4 - i3 5
P A wed “, % J 2
A % v o s fre,
7 - 3 e et "t g
20 -, s
£ w4 07
= % @ o4 “@ -, 2 7
“ -t b o o b 3
. 7% : < "y
O B A S I
- P P v o il = -
s, 753 P74 ¢ 7
e i 573 »:
H 4 S B e c
Lol 3 o £, 3
Wy @ B . w 2 i ?
& S w M}u 4 i ?..w - | 7ao
o > o 3 = ot vt -
ww o < o I
i o 7t P rﬂ % S
o ~ o g N% 43 . " »
ut ®e o4 P o ﬂ” i e 2 »\ ) i
o] - o ) & K £
&= . o~ “ f o 7% o 5
R S ~ P i - . "
U “ 77 m =) ) E \
e 243 g P ~
o 4 ot s y .
i wt S (G B £ o o =% 2
— 4 7 G 7 3] & o -
<2 § s 7 s - I P
g N ; i
o xxm w‘w = 8
; P i g
% 5 e % & g 4 .
] - ¢ s @ fon
i o ,HH v fre o4
747 s w1t :
2 % o
£ i e <
“r 5 7
#
i o i ] “ L] s

W
o-
}

¢ v« ¢ =
b % mw ixm

&
25
25

% o w0 » o
(2 1393 s P

E 2
d.).

f‘.:).n

)
4

K}
&
1
one )
X
X

{pgusd yi-punoduos

e

{usy W-punodios

3128%

B25%

Hx

25

1

Cormpating-A {nkd)

2/6

g

}

{1

gonc



PCT/US2024/052877

on

growth inhi

FIG. 3A

WO 2025/090811

i i s g =
5 W 2 G %@ 2
s “F 9 et 7% ks
b w2 % 4 . it w b o e o5 &
s fed il % Tl o e
. L ., fo o
) g oo fo e o < o & & K4 £ v
& ) 4 fo e % &
o % % oo s P b N
o s, EYed 5% - W -
e Aed % - P " “ Mf
: # .u -,
{15 fy i e «x.._ i
g - Wy oot ot g 4 Soam - "
# A S T RN I < &
g
o U T S 3
#, el 4% 4 o = & -t o i = oo @
o i t P2 i - ke [
« ol IVCEE A T I R
@ ek “ g ] % v 3 o5 e i~
“ K 12 fact £k % v B2 S
35 . ; ; ;oo B & {
o 2 w2 & No& g ; A SR
£, W 55 £ & Z o wn\ o «m«, i o z«
~ % o - . i o
£ . i i o uf 24 I "
o o wo o b w B o W o T
w i “* s b w L D s
o ] o 7 rg WD L2 .
o £, u = i QO i~ 4 ~ 1 7 -
] Josied 7 £ P ok - ony
M MM % 7 “ £ i
. =~ L @ P i i “ ;
% ; ; wh P ey m
s ¥ A B przs o = #
uf 7 124 1o ) s i
% @ o i “ 4 . . o o
£y [ o et % £ oed b %
A -t % % p
z . ] p g
i ; i >4 4 b .y
# fn A b
3 \\»V P, ot s <
K i P o o
G & - 'y 24
o ') P I 7 % b

<
X
X
1%
g

x  om @
e

5
&
25x.
9)

[0rd Ko
) d-punodiaory

3128~
&
2
2

(i) s-punddusss

3
Conc {nhd)

Q

3128

-

3%

-
e

&

126x

Compound-A (M}

3/6

onG ()

@

=~



WO 2025/090811 PCT/US2024/052877

FIG. 4

Tumor Volume (mm

13 7 10141721242830
Days on treatment

-# Vehicle

< Compound K (30 mg/kg, qw, iv)

-+ Compound A {10 mg/kg, bid, po)
-& Compound K + Compound A

4/6



WO 2025/090811 PCT/US2024/052877

FIG. 5

& 1500+

&

§‘P

Q10004

fm

=

o) g \

> 5004 AT

T -

o)

&

[EE S 3 3 3 H 3 H H 3 3 H

Time (days)

& Vehicle

< Compound K {5 mg/kg, gW, v}
# Compound A {10 mg/kg, bid, po}
- Compound K (& mg/kg) + Compound A

5/6



WO 2025/090811 PCT/US2024/052877

FIG. 6

0 3 710 14 17 21 24 28 30
Days on treatment

-+ Vehicle

< Compound K (30 mg/kg, qw, v}
= Compound A (10 mg/kg, bid, po)
-& Compound K+ Compound A

6/6



