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FIG. 1
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—&— Encorafenib, 35 mg/kg, p.o., QD

—&—Dabrafenib, 100 mg/kg, p.o., QD
30 - ---l---Compound 83, 10 mg/kg, p.o.,BID

—a— Compound 93, 10 mg/kg, p.o.,BID
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FIG. 2

—— Vehicle 10 pL/g, p.o., BID

—&— Encorafenib, 35 mg/kg, p.o., QD

—a— Dabrafenib, 100 mg/kg, p.o., QD

--@-~ Compound 83, 10 mg/kg, p.o., BID
20 - - 4- Compound 93, 10 ma’kg, p.o., BID
—¢ - -Compound 70, 10 mg/kg, p.o., BID
- & - Compound 54, 10 mg/kg, p.o., BID
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FIG. 3

——Vehicle 10 pL/g, p.o., BID

—&— Encorafenib, 35 mg/kg, p.o., QD
—4— Dabrafenib, 100 mg/kg, p.o., QD
«~# Compound 83, 10 mg/kg, p.o., BID
- 4- Compound 93, 10 mg/kg, p.o., BID
—e - -Compound 70, 10 ma/kg, p.o., BID
—=& — Compound 54, 10 mg/kg, p.o., BID
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FIG. 4
Plasma Liver
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FIG. 6
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FIG. 8
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FIG. 10
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FIG. 11A
Western blotting analysis of BRAF and pERK expression in A375 tumor tissues
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FIG. 11C

Vebhigh Gegup 11, Compound 83, 10 mady

pERK | S 3

GAPDH

1.5

normalized fold

PERIIGAPDH  prap/GaPDH

nomalized fold

FIG. 11D

Vekitle Group T Companed 83, 10 mg%y

& on & wh 2
12 3 an ey 92 4348 4548 97 98 48 80N

BRAF i

PERK iy

GAPDH

1.5
10
05

004
159

1.0
05
0.0

pERK/GAPDH BRAF/GAPDH
normalized fold  normalized fold

9/77

SUBSTITUTE SHEET (RULE 26)



WO 2025/096858 PCT/US2024/054007

FIG. 11E
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FIG. 12

—— Group 1, Vehicle,10 pL/g, p.o., BID x 14 days

—a— Group 2, Dabrafenib, 100 mg/kg, p.o., QD x 14 days
--4--Group 3, Compound 141 10 mg/kg, p.o., QD x 14 days
~&+Group 4, Compound 141 10 mg/kg, p.o., BID x 14 days
—i5- =Group 5, Compound 118 10 mg/kg, p.o., BID x 14 days
- -- Group 6, Compound 156 10 mg/kg, p.o., BID x 14 days
—#— Group 7, Compound 180 10 mg/kg, p.o., BID x 14 days
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FIG. 13

——Group 1, Vehicle,10 pL/g, p.o., BID x 14 days
—&— Group 2, Dabrafenib, 100 mg/kg, p.o., QD x 14 days
30 - -=#=-Group 3, Compound 141 10 mg/kg, p.o., QD x 14 days

- Group 4, Compound 141 10 mg/kg, p.o., BID x 14 days
—HN: -Group 5, Compound 118 10 mg/kg, p.o., BID x 14 days
- 4= Group 6, Compouns 156 10 mg/kg, p.o., BID x 14 days
20 —e— Group 7, Compouns 180 10 mg/kg, p.o., BID x 14 days
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FIG. 14

——Group 1, Vehicle,10 yL/g, p.o., BID x 14 days

—&— Group 2, Dabrafenib, 100 mg/kg, p.o., QD x 14 days
--#--Group 3, Compound 141 10 mg/kg, p.o., QD x 14 days
= Group 4, Compound 141 10 mg/kg, p.o., BID x 14 days
—HN--Group 5, Compound 118 10 mg/kg, p.o., BID x 14 days
- 4= Group 6, Compouns 156 10 mg/kg, p.o., BID x 14 days
—&— Group 7, Compouns 180 10 mg/kg, p.o., BID x 14 days
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FIG. 15

Plasma Liver
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FIG. 19A

Western blotting analysis of BRAF and pERK expression in A375 tumor tissues
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FIG. 20

—— Vehicle, 10 pL/g, p.o., BID x 21 Days

—&— Encorafenib, 35 mg/kg, p.o., QD x 21 Days

- 4- Compound 8, 10 mg/kg, p.o., BID x 21 Days
—l— Compound 26, 10 mg/kg, p.o., BID x 21 Days

--e---Compound 38, 10 mg/kg, p.o., BID x 10 Days

7 14
Days after the start of treatment
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FIG. 21

——Vehicle, 10 uL/g, p.o., BID x 21 Days
—&— Encorafenib, 35 mg/kg, p.o., QD x 21 Days
- 4- Compound 8, 10 mg/kg, p.o., BID x 21 Days

20 —& — Compound 26, 10 mg/kg, p.o., BID x 21 Days
-----Compound 38, 10 mg/kg, p.o., BID x 10 Days
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—e—Vehicle, 10 pL/g, p.o., BID x 21 Days

—— Encorafenib, 35 mg/kg, p.o., QD x 21 Days
—-4- Compound 8, 10 mg/kg, p.o., BID x 21 Days
—4&l — Compound 26, 10 mg/kg, p.o., BID x 21 Days

--&--Compound 38, 10 mg/kg, p.o., BID x 10 Days
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FIG. 23

Plasma Liver
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FIG. 26
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FIG. 27A
Westarn blotting analysis B-RAF and p-ERK expressienin A375 tumor tissues
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FIG. 27C
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FIG. 27E
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FIG. 28

—&— Group 1 Vehicle, 10 ul/g, p.o., BID x 14 days
—— Group 2 Dabrafenib, 100 mg/kg, p.o., QD x 14 days
--@---Group 3 Compound 218, 10 mg/kg, p.o., BID x 14 days

—a - -Group 4 Compound 157, 10 mg/kg, p.o., BID x 14 days

7 14
Days after the start of treatment
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FIG. 29

—&— Group 1 Vehicle, 10 uL/g, p.o., BID x 14 days
—4— Group 2 Dabrafenib, 100 mg/kg, p.o., QD x 14 days

20 - --@---Group 3 Compound 218, 10 mg/kg, p.o., BID x 14 days
—A--Group 4 Compound 157, 10 mg/kg, p.o., BID x 14 days
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FIG. 30

—&— Group 1 Vehicle, 10 uL/g, p.o., BID x 14 days
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FIG. 31
Plasma Liver
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FIG. 32

—&— Group 5 Vehicle, 10 ul/g, p.o., BID x 14 days
- 4= Group 6 Compound 133, 10 mg/kg, p.o., BID x 14 days
2% - - @ Group 7 Compound 144, 10 mg/kg, p.o., BID x 14 days

—& —Group 8 Compound 198, 10 mg/kg, p.o., BID x 14 days
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FIG. 33

—e—Group 5 Vehicle, 10 uL/g, p.o., BID x 14 days
- 4- Group6 Compound 133, 10 mg/kg, p.o., BID x 14 days

20 - --@--Group 7 Compound 144, 10 mg/kg, p.o., BID x 14 days
—& —Group 8 Compound 198, 10 mg/kg, p.o., BID x 14 days
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FIG. 34

—&— Group 5 Vehicle, 10 ul/g, p.o., BID x 14 days
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FIG. 35

Plasma Liver
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FIG. 36
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FIG. 37
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FIG. 38
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FIG. 39A

Western blotting analysis of BRAF and pERK expression in A375 tumor tissues
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FIG. 39C
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FIG. 40
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FIG. 43A

Western blotting analysis of BRAF and pERK expression in A375 tumor tissues
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FIG. 45

Western blotting analysis of BRAF and pERK expressionin A375 tumor tissues
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Conc. of Compound 26 in Plasma (ng/ml)

Conc. of Compound 26 in Tumor and Brain (ng/g)
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FIG. 78
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FIG. 80
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FIG. 82
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