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Figure 1B
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Figure 2A

Compound A and trametinib combination in HMC1.2 cells
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Figure 2B
COMBO Index Comsp:“t;lnd A Corqsz:,rlld A Con;g:tlald A Corr;gzt':/r:d A COT::nu'cld A Cor:(;a(;)nu'\r;ld A

Trametinib 1nM 0.03993 2.64367 6.01481 0.44649 0.11076 0.01411

Trametinib 5nM 1.25589 0.19588 0.13256 0.05909 0.0101 0.00315
Trametinib 10nM 0.24985 0.23826 0.09809 0.03722 0.0063 9.34E-04
Trametinib 25nM 0.63422 0.36434 0.10901 0.03338 0.0032 8.28E-04
Trametinib 50nM 1.10038 0.48744 0.18814 0.03977 0.00477 9.35E-04
Trametinib 100nM 1.87791 1.06924 0.35501 0.04047 0.00308 6.93E-04
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Figure 2C
Combination Index Plot
2y Cl=1= synergy

Cl=1=additive effect
Cl=»1= antagonism
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Figure 3A
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Figure 3B
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Figure 3C

Combination index plot

Cl<1=synergy
Cl=1=additive effect
Cl>1= antagonism
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Figure 4A
Compound A and binimetinib combination in HMC1.2 cells gcompound c°m’;°""d1;\,wg
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Figure 4B
. Compound A |Compound A § Compound A{compound A | Compound A | Compound A { Compound A | Compound A
Bl Sni 10nM | 25nM | SoaM | 100nM | 250nM | 500nM
g”?i;” 157049 | 1.6855 | 151394 | 1.54333 | 0.74303 | 0.23806 | 0.07988 | 0.00293
E”i?’di”’ 178444 | 157824 | 110552 | 11015 | 0.33617 | 0.08494 | 0.00687 | 5.98F-04
oL THY
Binimetinib} | i o . I . - .
coomy | 140574 | 190927 | 081771 | 053885 | 0.15853 | 0.04623 | 0.00308 | 1.07E-04
Binimetinib} . . s - . - . N
! 292199 | 167399 | 0.59022 | 0233 | 00771 | 0.03398 | 0.00408 | 1.07E-04
2501M
Bintmetingbl _ . .. ‘ oo . I B - —r e
conny | 219283 | 050712 | 029592 | 0.13935 | 0.06226 | 0.02526 | 0.00273 | 5.07E-04
BINMEUND| 4 aecog | 03408 | 014626 | 012693 | 0.08277 | 0.02281 | 0.00192 | 9.266-05
1000 M
BINMRUNDL o 52905 | 045871 | 013631 | 0.12471 | 0.08017 | 0.02714 | 0.00442 | 3.54E-04

20000
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Figure 4C

Combination index plot

Cl<1= synergy
Cl=1=additive effect
Cl>1= antagonism
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Figure 5A
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Figure 5B
Compound{ Compound | Compound Compound { Compound { Compound Compound §{ compound
C B B | B B B B B B
Inkd Snht nM 25nM 500 100nM 200nM 500n
3’?2‘?;“*? 116697 | 1.12369 | 1.92347 | 1.87175 | 1.33032 | 0.40022 | 0.08512 | 0.00433
£ = 1R ]
gi’;g‘eg“h 0.80429 | 1.59151 | 1.83453 | 1.76275 | 0.64013 | 0.24461 | 0.04974 | 0.00128
R
B”;gft;’";ih 2.04491 | 2.46708 | 1.33485 | 1.04913 | 035742 | 0.12945 | 003332 | 0.00166
o A
Sifiﬁgﬁi’égb 119498 | 1.06822 | 0.83211 | 0.43195 | 0.20689 | 0.06245 | 0.01894 | 3.14E-05
250N
55;{;295;;:@& 132017 | 0.62726 | 0.56972 | 0.28981 | 0.15592 | 0.0513 | 0.00726 | 5.92E-05
. Y ]
Binimetinib| ) a6 | 04532 | 037085 | 0.30154 | 0.17875 | 0.06054 | 0.01473 | 000107
1000 nM
Binimetin| 5 6794 | 0.43685 | 0.25074 | 025665 | 0.1561 | 0.04969 | 0.0117 | 0.00191

2000 nM
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Figure 5C

Combination index plot

) Cl<1= synergy
Cl=1=additive effect
& Cl>1= antagonism
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Figure 6A

HMC1.2 cells

ionin

Compound A and cobimetinib combinat

Compound .
A

[}
o o
f= f=
3 3
2« 8«
£ £
Q Q
o o
| m
=
] 3 g
S © ©
3 [ f=4
2« 3 3
£ ad o< [
m m m [
o o [T
] i . | R
T
_—

TEELE

a

L

i




WO 2019/152719 PCT/US2019/016161
16/35
Figure 6B
cl ECompoundA Compound A | Compound A { Compound A { Compound A § Compound A | Compound A
inhM 5nh 1080k 25nkd S50 100N 200nM
Cobimetinib |
© ;ﬁi&*m 0.72367 | 2.5845712.8495716.37493}5.86712 | 0.38735 | 0.02608
C"’h;_“;?;‘mb 2.03327|2.2270912.4947511.929291 0.5199 10.023640.00107
Cobimetinib | _ o ‘ _ ‘
To o |4:07508]3.47138|3.05888 | 1.91627 |0.20704  0.00993 |1.78E-04
e — SR TR R B ——
e s |4.082281.74076)0.60978|0.22536 0.03575 | 0.0036 |2.63E-04
Cobimetinib |
o |3.97974/0.59607|0.21652|0.07886 | 0.020710.00202 |3.67E-05
e B e — e
oo |1:210210.08536/ 0.0658 |0.03731/0.00925 | 0.00381 [2.38E-05
Cobimetinib | , o
onann |0:11777]0.0367910.04185 |0.02953 0.00733 [2.49E-04|4.83E-08
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Figure 6C

Combination index plot

- &
Cl<1= synergy
Cl=1=additive effect
Cl>1= antagonism
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Figure 7A

Compound B and cobimetinib combination in HMC1.2 cells

Compound
B

Compound
B

L

Compound

Compound

°

[

=]

[=]

Q

£

=]

Q
.M o]
3 P
[=]

Q

€

Q
Q

v




WO 2019/152719 PCT/US2019/016161
19/35

Figure 7B

Compound} Compound { Compound Compound Compound Compound { Compound
a1 B B B B B B B

1nM 5ni 10nM 25nM 50nM 100nM | 200nM

1.39961 3.77808 | 5.66631 | 9.38659 | 113003 | 2.066%5 | 0.083i6

1M
Cobimetinib ‘ .
- %s';‘ 5.34532 1 424727 | 2.63326 | 401626 | 527338 | 0.1571 | 0.00124
.............. 2 L
Cobimetinib . )

Cobimetinib i _
mii;f; b 2755671 1.98415 | 2.09289 | 060486 | 0.03221 | 1.80E-04 | 1.49E-05

Cobimetinib
S0nM
Cobimetinib
100nM
Cobimetinih

2283291 093831 | 0533 | 0.04564 | 0.00576 | 6.6/E-05 | 8.50E-06

1.88398 1 (34755 | 017375 | 003518 | 000578 | 1.98E-04 | 1.0SE05

0.79643| 0.18837 | 0.12431 | 0.04216 | 0.00592 | 1.776-04 | 1.9E-05
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Figure 7C
Combination index plot

Cl<1= synergy
Cl=1=additive effect
Cl>1= antagonism
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Figure 8B
¢ Compound A |Compound Aj Compound AjCompound A {Compound A | Compound A { Compound A} Compound A
' 1nM SaM | 1onm | 25aM | sonM | 1oonM | 250mM | S00RM
w;}gmm 160258 | 2.92097 | 2.92056 | 2.33011 | 3.16429 | 3.40419 | 0.95172 | 0.0969
Ugg‘;‘gb 234725 | 1.48965 | 1.55963 | 2.64283 | 2.89453 | 2.47874 | 0.83763 | 0.0861
Ulixertinib . ‘ V = ‘ .
Jeomy | 252682 | 104818 | 163023 | 159316 | 317247 | 216888 | 0.71586 | 0.03154
Ulixertinib
;;;;;: 0.5764 | 0.68476 | 1.29507 | 1.07784 | 1.14575 | 051154 | 012022 | 0.00349
Ulixertinih . , i , .
‘000 n | 025087 | 036296 | 0.45054 | 0.33564 | 0.31409 | 05004 | 0.065 | 2.04£:04
Ulixertinib - _ e frn o o
ooy | 034059 | 0.33951 | 063595 | 0.77262 | 0.96933 | 0.75802 | 0.15375 | 7.35E-04
Ulixertinib} . ‘ . , , . .
oo | 26495 | 510326 | 244488 | 261636 | 3.22495 | 241533 | 1.00502 | 0.03806
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Figure 8C

Combination index plot

Cl<1= synergy
Cl=1=additive effect
Cl>1= antagonism
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25nM

g

Tramet
10nhd

HMC1.2 cells

WO 2019/152719

(] o
- - - “\\\\\\\\S\\
s £ s ’

s p—

= 8« 8« 8« N\S\\\\S\

%) € £ £

%] Q ] S

© 0 o Q

™ M = 1]

e

i

s s

o “\\\S\\S\\

A
R
b

igure

§
N
Wa

o P - o P -

(s Ll 7 . Ll .l
& & 5 I I

Onii
25nht
S0nM

Vv punodwo)



PCT/US2019/016161

WO 2019/152719

25/35
Figure 10A
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Figure 15A
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Figure 16A
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Figure 17C
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Figure 18A
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Figure 18C
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Compound A and cobimetinib in HMC1.2-NRas G12D cells
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