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Figure 2A
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Figure 2B
COMBO Index Compound A | CompoundA | CompoundA | CompoundA | CompoundA | Compound A
5nM 10nM 25nM 50nM 100nM 200nM

Trametinib InM 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
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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 4B
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Figure 4C

Combination index plot

Cl<1= synergy
Cl=1=additive effect
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Figure 5A
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Figure 5B
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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
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Figure 6B
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Figure 6C

Combination index plot
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Figure 7A

Compound B and cobimetinib combination in HMC1.2 cells
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Figure 7B
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Figure 7C

Combination index plot
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Figure 8B
Compound A |Compound A} Compound A{Compound A {Compound A | Compound A { Compound A} Compound A
¢ 1nM SaM | 10nM | 25aM | SOnM | 100nM | 250aM | 500nM
Ulixertinib ‘ ‘ . , PR ‘ ‘ -
cory | 160258 | 292097 | 292056 | 233011 | 3.16429 | 3.40419 | 0.95172 | 0.0969
ﬁggi‘g;b 234725 | 1.48965 | 1.55963 | 2.64283 | 2.89453 | 2.47874 | 0.83763 | 0.0861
Uixertinib . ‘ . e ‘ ‘ g
Jsorny | 252682 | 104818 | 163023 | 158316 | 3.17247 | 2.16888 | 0.71586 | 0.03154
Ulixertinib _ . , . o . ,
soomy | 05764 | 0.68476 | 129507 | 1.07784 | 114575 | 051154 | 012022 | 0.00349
Ulixertinib
‘oo | 025087 | 036296 | 0.45054 | 0.83564 | 0.31409 | 05004 | 0065 | 2.04£-04
Uixertinib e _ , e N o e
o0y | 0-34059 | 0.33951 | 0.63595 | 0.77262 | 0.96933 | 0.75802 | 0.15375 | 7.35€-04
Ulixertintb} s » o , . » .
soon oy | 26495 | 510326 | 244488 | 261636 | 322495 | 241533 | 100502 | 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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Figure 10A
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Figure 11A
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Figure 12A
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Figure 13A
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Figure 16A
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Figure 17A
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Figure 17C
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Figure 18A
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Figure 18C
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