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FIGURE 1

AMG 510+ Compound 4b
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FIG. 1 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with

KRAS G12C inhibitor AMG510, in MIA PaCa-2 cells.

FIGURE 2

Afatinib + Compound 4b
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FIG. 2 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with

EGFR inhibitor Afatinib, in MIA PaCa-2 cells.
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FIGURE 3

1¥-3214996 + Compound 4b
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FIG. 3 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with

ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.

FIGURE 4

BVD-523 + Compound 4b
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FIG. 4 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with
ERK1/2 inhibitor BVD-523, in MIA PaCa-2 cells.
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FIGURE 5

Encorafenib + Compound 4b
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FIG. 5 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with

RAF inhibitor Encorafenib, in MIA PaCa-2 cells.

FIGURE 6

Compound 24 + Compound 4b
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FIG. 6 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with
PRMTS inhibitor Compound 24 of WO 2019116302, in MIA PaCa-2 cells.
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FIGURE 7

Afatinib + Compound 1
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FIG. 7 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with

EGFR inhibitor Afatinib, in MIA PaCa-2 cells.

FIGURE 8

AMG 510 + Compound 1
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FIG. 8 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with
KRAS G12C inhibitor AMG510, in MIA PaCa-2 cells.
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FIGURE 9

1¥-3214996 + Compound 1
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FIG. 9 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with

ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.

FIGURE 10

BVD-523 + Compound 1
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FIG. 10 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with
ERK1/2 inhibitor BVD-523, in MIA PaCa-2 cells.
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FIGURE 11

Encorafenib + Compound 1
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FIG. 11 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with

RAF inhibitor Encorafenib, in MIA PaCa-2 cells.
FIGURE 12

Compound 24 + Compound 1
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FIG. 12 shows the in vitro inhibition effect of a representative combination of the invention, Compound 1 with
PRMTS inhibitor Compound 24 of WO 2019116302, in MIA PaCa-2 cells.
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FIGURE 13

Afatinib + Compound 6a
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FIG. 13 shows the in vitro inhibition effect of a representative combination of the invention, Compound 6a with

EGFR inhibitor Afatinib, in MIA PaCa-2 cells.

FIGURE 14

AMG 510 + Compound6a
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FIG. 14 shows the in vitro inhibition effect of a representative combination of the invention, Compound 6a with
KRAS G12C inhibitor AMG510, in MIA PaCa-2 cells.



WO 2022/157629 PCT/1B2022/050415
8/21

FIGURE 15

1¥-3214996 + Compound 63
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FIG. 15 shows the in vitro inhibition effect of a representative combination of the invention, Compound 6a with

ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.

FIGURE 16

BVD-523 + Compound6a
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FIG. 16 shows the in vitro inhibition effect of a representative combination of the invention, Compound 6a with

ERK1/2 inhibitor BVD-523, in MIA PaCa-2 cells.
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FIGURE 17

BYD-523 + Compound5
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FIG. 17 shows the in vitro inhibition effect of a representative combination of the invention, Compound 5 with

ERK1/2 inhibitor BVD-523, in MIA PaCa-2 cells.

FIGURE 18

1¥-3214896 + Compound5

100 37
8o 37
60"

a0 "

% inhigftion

203"

-20

Concentration (nM}

=1Y¥-3214996 Alone mM1Y-3214996 + Compound 5 100aM

»1¥-3214996 + Compound 5 300aM WV LY-3214996 + Compound 5 10000

FIG. 18 shows the in vitro inhibition effect of a representative combination of the invention, Compound 5 with
ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.
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FIGURE 19

Afatinib + Compound5s
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FIG. 19 shows the in vitro inhibition effect of a representative combination of the invention, Compound 5 with

EGFR inhibitor Afatinib, in MIA PaCa-2 cells.

FIGURE 20

AMGS510 + Compound 5
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FIG. 20 shows the in vitro inhibition effect of a representative combination of the invention, Compound 5 with
KRAS G12C inhibitor AMGS510, in MIA PaCa-2 cells.
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FIGURE 21

Compound 24 + Compound 5
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FIG. 21 shows the in vitro inhibition effect of a representative combination of the invention, Compound 5 with

Compound 24 of WO 2019116302, in MIA PaCa-2 cells.

FIGURE 22

AMG 510 + Compound 2
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FIG. 22 shows the in vitro inhibition effect of a representative combination of the invention, Compound 2 with
KRAS G12C inhibitor AMGS510, in MIA PaCa-2 cells.
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FIGURE 23

AMG510 + Compound 3a
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FIG. 23 shows the in vitro inhibition effect of a representative combination of the invention, Compound 3a with

KRAS G12C inhibitor AMG510, in MIA PaCa-2 cells.

FIGURE 24

1Y-3214996 + Compound 3a
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FIG. 24 shows the in vitro inhibition effect of a representative combination of the invention, Compound 3a with
ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.
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FIGURE 25

Encorafenib + Compound 3a
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FIG. 25 shows the in vitro inhibition effect of a representative combination of the invention, Compound 3a with

RAF inhibitor Encorafenib, in MIA PaCa-2 cells.

FIGURE 26
T -
s 5%
&
Copcesiraiioe el
=LXHIN Alsae 1 EXHIA + Cowpovad b 03
LY HIS + Connp osped b T mEXHISN + Cpoporn d 95 Rul

FIG. 26 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with
pan-RAF inhibitor LXH254, in MIA PaCa-2 cells.
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FIG. 27 shows the in vitro inhibition effect of a representative combination of the invention, Compound 4b with
SHP2 inhibitor TNO155, in MIA PaCa-2 cells.
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FIG. 28 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
KRAS G12C inhibitor AMG510, in MIA PaCa-2 cells.
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FIGURE 29
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FIG. 29 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
EGFR inhibitor Afatinib, in MIA PaCa-2 cells.

FIGURE 30
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FIG. 30 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
ERK1/2 inhibitor LY3214996, in MIA PaCa-2 cells.
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FIGURE 31
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FIG. 31 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
ERK1/2 inhibitor BVD-523, in MIA PaCa-2 cells.
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FIG. 32 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
RAF inhibitor Encorafenib, in MIA PaCa-2 cells.
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FIGURE 33

Compound T+ LEH3IES
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FIG. 33 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
pan-RAF inhibitor LXH254, in MIA PaCa-2 cells.
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FIG. 34 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
SHP2 inhibitor TNO155, in MIA PaCa-2 cells.
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FIGURE 35

Compound 7+ MRTXEL9
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FIG. 35 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
KRAS G12C inhibitor MRTX849, in MIA PaCa-2 cells.
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FIG. 36 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
PI3K inhibitor BYL-719 in MIA PaCa-2 cells.
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FIG. 37 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with

Type I PRMT inhibitor GSK3368715 in MIA PaCa-2 cells.

FIGURE 38
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FIG. 38 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with

FGFR inhibitor Nintedanib in MIA PaCa-2 cells.
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FIGURE 39
Compound 7+ Abemadiclb
10
o &
2
= &
2
€ &
£
ﬂ e T T T T - T L T T 1
100060 /00 NG WG G0 o 16 i
Concentration ]
= Abenmcidd Alone 1 Axermackdl + Compound 7 B3t
v Bbhenm ol + Compound 7 1pht B Sbermacidi + Compound 7 38

FIG. 39 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
CDK4/6 inhibitor Abemaciclib in MIA PaCa-2 cells.

FIGURE 40

Compound 7+ MRTXI133

% inhibitinn

1008 InG g 3 i
MRTHI133 Conventrations {nd}
= MRTKI133 Alons HRIRTHIIES + Compaund 7 Ipd

N RMRTRILEE + Compound 7 S B MRTK1123 + Compound 7 10pM

FIG. 40 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
MRTX1133 in SW-1990 cells.
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FIGURE 41
Compound ¥ + Gemcitabine
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FIG. 41 shows the in vitro inhibition effect of a representative combination of the invention, Compound 7 with
Gemcitabine in MIA PaCa-2 cells.



