
-2 -1 0 1
0

50

100

Lapatinib
Selumetinib
Lapatinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO

-2 -1 0 1
0

50

100

Dacomitinib
Selumetinib
Dacomitinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Afatinib
Selumetinib
Afatinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1

Afatinib
Afatinib+Trametinib

Afatinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100
Trametinib

Trametinib Log [µM]

-2 -1 0 1

Dacomitinib
Dacomitinib+Trametinib

Dacomitinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100
Trametinib

Trametinib Log [µM]

-2 -1 0 1

Lapatinib
Lapatinib+Trametinib

Lapatinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100
Trametinib

Trametinib Log [µM]

-2 -1 0 1
0

50

100 Afatinib
Selumetinib
Afatinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100 Dacomitinib
Selumetinib
Dacomitinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100 Lapatinib
Selumetinib
Lapatinib + Selumetinib

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

S
O

)

-2 -1 0 1

Lapatinib
Lapatinib+Trametinib

Lapatinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100 Trametinib

Trametinib Log [µM]

-2 -1 0 1

Afatinib
Afatinib+Trametinib

Afatinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100 Trametinib

Trametinib Log [µM]

-2 -1 0 1

Dacomitinib
Dacomitinib+Trametinib

Dacomitinib Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100 Trametinib

Trametinib Log [µM]

Normal Normal KRASG12D

Combination therapy: EGFRi & MEKi
Figure 5-Source data 3

(n = 3/ 3/ 2) (n = 2/ 2/ 2)

(n = 2/ 3/ 1) (n = 2/ 2/ 2)

(n = 2/ 3/ 1) (n = 2/ 2/ 2)

(n = 3/ 2/ 1) (n = 2/ 2/ 2)

(n = 3/ 2/ 2) (n = 2/ 2/ 2)

(n = 3/ 3/ 1) (n = 2/ 2/ 2)



-2 -1 0 1
0

50

100

Selumetinib
SCH772984
Selumetinib+SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Selumetinib
GDC-0994
Selumetinib+GDC-0994

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Cobimetinib
GDC-0994
Cobimetinib+GDC-0994

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Cobimetinib
SCH772984
Cobimetinib+SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1

SCH772984
Trametinib+SCH772984

SCH772984 Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100
Trametinib

Trametinib Log [µM]

-2 -1 0 1

GDC-0994
Trametinib+GDC-0994

SCH772984 Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100
Trametinib

Trametinib Log [µM]

-2 -1 0 1
0

50

100 Selumetinib
SCH772984
Selumetinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Selumetinib
GDC-0994
Selumetinib + GDC-0994

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

GDC-0973
GDC-0994
GDC-0973 + GDC-0994

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

GDC-0973
SCH772984
GDC-0973 + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

S
O

)

-2 -1 0 1

SCH772984
Trametinib+SCH772984

SCH772984 Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100 Trametinib

Trametinib Log [µM]

-2 -1 0 1

GDC-0994
Trametinib+GDC-0994

GDC-0994 Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-4 -3 -2 -1

0

50

100 Trametinib

Trametinib Log [µM]

Combination therapy: MEKi & ERKi
Normal Normal KRASG12D

(n = 3/ 2/ 2) (n = 2/ 2/ 1)

(n = 3/ 1/ 1) (n = 2/ 1/ 1)

(n = 1/ 2/ 1 (n = 1/ 2/ 1)

(n = 3/ 2/ 1) (n = 2/ 2/ 2)

(n = 3/ 1/ 1) (n = 2/ 1/ 1)

(n = 1/ 1/ 1) (n = 1/ 1/ 1)



-2 -1 0 1
0

50

100 Afatinib
SCH772984
Afatinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100 Dacomitinib
SCH772984
Dacomitinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100

Lapatinib
SCH772984
Lapatinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

S
O

)

-2 -1 0 1
0

50

100 Lapatinib
SCH772984
Lapatinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100 Dacomitinib
SCH772984
Dacomitinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

-2 -1 0 1
0

50

100 Afatinib
SCH772984
Afatinib + SCH772984

Drug Log [µM]

%
 A

TP
 (n

or
m

al
iz

ed
 to

 D
M

SO
)

Combination therapy: EGFRi & ERKi
Normal Normal KRASG12D

(n = 3/ 2/ 2) (n = 2/ 2/ 2)

(n = 2/ 2/ 1) (n = 2/ 2/ 2)

(n = 2/ 2/ 1) (n = 2/ 2/ 2)


