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Combination therapy: EGFRI & MEKIi
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Combination therapy: EGFRI & MEK:i
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Combination therapy: MEKIi & ERKi
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Combination therapy: MEKi & ERKi
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Combination therapy: EGFRI & ERKi
afatinib & SCH772984
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Combination therapy: EGFRI & ERKi
dacomitinib & SCH772984
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Combination therapy: EGFRI & ERKi
lapatinib & SCH772984
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Combination therapy: EGFRI & MEKIi

afatinib & trametinib

KRASmutant

P6T

Trar;‘etinib Log [uM] )

= Trametinib

@ Afatinib

“ Afatinib+Trametinib

% ATP (normalized to DMSO)

POT

Trametinib Log [UM]
-3 -2

= Trametinib
» Afatinib
= Afatinib+Trametinib

% ATP (normalized to DMSO)

A
Afatinib Log [uM]

P26T

Trametinib Log [uM]
-3 -2

(n=2/2/2)

% ATP (normalized to DMSO)

2 - 0 1
Afatinib Log [uM] (n =2/3/ 2)
Trametinib Log [uM]
4 3 2 A
- & Trametinib
L] -» Afatinib

-+ Afatinib+Trametinib

% ATP (normalized to DMSO)

.

K] 0 1 2 K] 1

Afatinib Log [uM][ (n=1/3/1) Afatinib Log [uM] (n=2/2/2)
BRAFmutant NRASmutant
Trametinib Log [uM] Trametinib Log [uM]
3 2 4 4 3 2 4
o I 3
100f °n = Trametinib 100{ ¢ & Trametinb
~ * Afatinib ~ * Afatinib
] “ Afatinib +Trametinib o “ Afatinib+Trameinib
@ @
3 g 00
3 2 .
o

i ] .
H H
s s
£ £
g g
< <
B3 ES

¥ 1 2 A ] 1

Afatinib Log [uM] (n=1/1/1) Afatinib Log [uM] (n=1/1/1)
KRASWT
Trametinib [Log 4M] . . Trametinib (Log 4M] P
o
& Trametinib 10 & Trametinib
# Afatinib « Afatinib

-4 Afatinib+Trametinib

= Afatinib+Trametinib

% ATP normalized to DMSO

-1 0
Afatinib [Log pM]

P17T

Trar;minib [Log uM] 2

% ATP normalized to DMSO

2 - 0 1
Afatinib [Log pM]
(n=2/2/2)
Trametinib [Log pM]
-4 -3 -2 -1
= Trametinib
= Afatinib

 Afatinib+Trametinib

o
(7]
=
o
2
b
®
N
©
E
o
g
&
<
*
1
(n=2/3/2)
-1

= Trametinib 104

“* Afatinib

- Afatinib + Trametinib [e]
(7]
=
o
2
T
?
N
®
13
E
o
g
&
<
X

SCH772984 [Log pM]

(n=1/1/1)

-2 1 0

- 1
Afatinib [Log pM] (n=1/1/1)



Combination therapy: EGFRi & MEKIi

dacomitinib & trametinib
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Combination therapy: EGFRi & MEKIi

lapatinib & trametinib
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