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Supplementary Fig. 1. Combinatorial treatment with adagrasib and abemaciclib testing the 
cell viability of firefly-luciferase and mCherry (FmC)-transduced NSCLC cells.  
A, Image representing cell line transduction procedures, involving overnight exposure with a 
lentivirus vector expressing Firefly luciferase and mCherry. B, C, CellTiter-Glo and CyQUANT 
assays to evaluate cell viability and proliferation, respectively, with adagrasib (72h drug exposure) 
and abemaciclib (120h drug exposure) monotherapies in SW1573-FmC cells (B) and H2122-FmC 
cells (C). SW1573-FmC cell line, adagrasib IC50: 4,379 nM and abemaciclib IC50: 1,000 nM. 
H2122-FmC cell line, adagrasib IC50:  28.54 nM and abemaciclib IC50: 518 nM. D, E, 
Combenefit software analysis testing synergism of combining adagrasib and amebaciclib using 
Highest Single Agent model analysis in SW1573-FmC (D) and H2122-FmC (E) cell lines (96h 
drug exposure). 
  

100 101 102 103 104 105
0.0

0.5

1.0

1.5

Concentration nM 

R
el

at
iv

e 
 c

el
l v

ia
bi

lit
y

Adagrasib dose response (SW1573 FmC) 

IC50: 4379 nM 

Adagrasib [nM]
24.69 74.07 222.22 666.66 2000  

Ab
em

ac
ic

lib
 [n

M
]

2000  

666.66

222.22

74.07 

24.69 

3
+/-4

2
+/-5

5
+/-5

4
+/-8

31
+/-4

*

10
+/-8

12
+/-5

10
+/-12

16
+/-6

28
+/-4

*

14
+/-6

19
+/-8

20
+/-9

8
+/-6

20
+/-8

16
+/-11

6
+/-13

6
+/-13

-6
+/-10

16
+/-5

*

11
+/-7

7
+/-7

1
+/-6

-6
+/-2

*

14
+/-4

*

N=3

HSA synergy and antagonism
Combenefit SW1573 fmc Adagrasib + Abemaciclib (2)

A
nt

ag
on

is
m

   
   

   
  S

yn
er

gy

0     

Synergy mapped to D-R (HSA)
H2122 ATCC fmc (2) Combination (Adagrasib+Abemaciclib)

2.74  

Adagrasib [nM]

8.23  
24.69 

74.07 
222.22

666.66666.66
222.22

74.07 

Abemaciclib [nM]

24.69 
8.23  

2.74  

0

50

100

0     

%
 C

on
tro

l

A
nt

ag
on

is
m

   
   

   
  S

yn
er

gy

Abemaciclib [nM]
2.74  8.23  24.69 74.07 222.22 666.66

Ad
ag

ra
si

b 
[n

M
]

666.66

222.22

74.07 

24.69 

8.23  

2.74  

3
+/-6

5
+/-2

3
+/-3

7
+/-2

*

11
+/-1

**

15
+/-1

*

-3
+/-12

0
+/-3

0
+/-1

1
+/-9

11
+/-2

*

22
+/-2

*

-2
+/-8

-1
+/-6

1
+/-4

2
+/-9

18
+/-7

*

30
+/-3

*

-2
+/-13

3
+/-13

11
+/-13

21
+/-4

*

21
+/-14

13
+/-8

4
+/-6

6
+/-5

6
+/-4

14
+/-15

11
+/-6

0
+/-4

2
+/-4

1
+/-2

6
+/-6

6
+/-2

*

11
+/-4

*

-6
+/-3

N=3

HSA synergy and antagonism
H2122 ATCC fmc (2) Combination (Adagrasib+Abemaciclib)

A
nt

ag
on

is
m

   
   

   
  S

yn
er

gy

0     

Abemaciclib [nM]

24.69 

Synergy mapped to D-R (HSA)
Combenefit SW1573 fmc Adagrasib + Abemaciclib (2)

74.07 
222.22

666.66
2000  2000  

666.66
222.22

Adagrasib [nM]

74.07 
24.69 

100

50

0     
0

%
 C

on
tro

l

An
ta

go
ni

sm
   

   
   

  S
yn

er
gy

10-1 100 101 102 103 104
0.0

0.5

1.0

1.5

Adagrasib concentration nM

R
el

at
iv

e 
 c

el
l v

ia
bi

lit
y

H2122 ATCC fmc (4) Adagrasib dose response

100 101 102 103 104 105
0.0

0.5

1.0

1.5

Concentration nM

R
el

at
iv

e 
 c

el
l v

ia
bi

lit
y

 H2122 ATCC cq fmc 08-01-23 

Supplementary Figure 1

100 101 102 103 104 105
0.0

0.5

1.0

1.5

Concentration nM
R

el
at

iv
e 

 c
el

l v
ia

bi
lit

y

Abemaciclib dose response (SW1573 FmC)
Adagrasib Abemaciclib

Adagrasib Abemaciclib

B

C

D

E

log [nM] log [nM]

log [nM] log [nM]

Adagrasib [nM]

100 101 102 103 104 105
0.0

0.5

1.0

1.5

(log10) Concentration nM

%
  C

el
l v

ia
bi

lit
y

Adagrasib dose response (SW1573) 

100 101 102 103 104 105
0.0

0.5

1.0

1.5

(log10) Concentration nM

%
  C

el
l v

ia
bi

lit
y

Adagrasib dose response (SW1573) 

100 101 102 103 104 105
0.0

0.5

1.0

1.5

(log10) Concentration nM

%
  C

el
l v

ia
bi

lit
y

Adagrasib dose response (SW1573) 

100 101 102 103 104 105
0.0

0.5

1.0

1.5

(log10) Concentration nM

%
  C

el
l v

ia
bi

lit
y

Adagrasib dose response (SW1573) 

A

SW1573-
FmC

H2122
-FmC

SynergyAntagonism

Adagrasib [nM
]

24.69 
74.07 

222.22
666.66

2000  

Abemaciclib [nM]

2000  

666.66

222.22

74.07 

24.69 

4+/-9

14+/-3*

10+/-3*

17+/-1**

34+/-1**

9+/-11

15+/-7

10+/-6

19+/-4*

24+/-2*

17+/-12

18+/-6*

17+/-6*

11+/-4*

15+/-2*

22+/-10

17+/-7

10+/-4*

0+/-3

9+/-0**

23+/-2*

17+/-4*

1+/-7

-9+/-6

7+/-5

N
=3

HSA synergy and antagonism
Com

bination SW
1573 Adagrasib + Abem

aciclib (2)

Antagonism           Synergy

Adagrasib [nM]

Adagrasib [nM]Abemaciclib [nM]

Abemaciclib [nM]

Adagrasib [nM]

Ab
em

ac
icl
ib

[n
M
]

SynergyAntagonism

Adagrasib [nM
]

24.69 
74.07 

222.22
666.66

2000  
Abemaciclib [nM]

2000  

666.66

222.22

74.07 

24.69 

4+/-9

14+/-3*

10+/-3*

17+/-1**

34+/-1**

9+/-11

15+/-7

10+/-6

19+/-4*

24+/-2*

17+/-12

18+/-6*

17+/-6*

11+/-4*

15+/-2*

22+/-10

17+/-7

10+/-4*

0+/-3

9+/-0**

23+/-2*

17+/-4*

1+/-7

-9+/-6

7+/-5

N
=3

HSA synergy and antagonism
Com

bination SW
1573 Adagrasib + Abem

aciclib (2)

Antagonism           Synergy

Ad
ag
ra
sib

[n
M
]

Abemaciclib [nM]



Supplementary Fig. 2  
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Supplementary Fig. 2. Cell cycle analysis of NSCLC cells treated with adagrasib, 
abemaciclib and combination. A, SW1573 cells. B, H2122 cells. See Figure 2I, J for 
quantitation of the data. 
  



 
 
Supplementary Fig. 3. Body Weight Data (related with Figure 3). Mouse health monitoring with 
body weight measurements over the course of treatments. Mice were euthanized according to the 
criteria such as a 20% body weight loss, neurological signs, or a 15% body weight loss plus other 
signs. Treatment time periods, (first treatment from day 3 to day 24, second from day 31 to day 
45), are represented by the dotted lines. Adagrasib evening dosing was skipped in mice with 
impaired health conditions for the time period (days) shown by the red boxes. 
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Supplementary Fig. 4. Combinatorial treatment with adagrasib and abemaciclib in the 
KRASG12C/CDKN2A mutant SW1573 brain tumor model (related with Figure 3). A, Kaplan-
Meier survival analysis of all groups including all the animals. No statistical significance was noted 
in comparison of the groups. B, Bioluminescence Imaging signal detection using Aura software 
performed on Day 2 following intracranial injection before initiating treatments. Animals in the 
red box showed signals from the spinal cord, indicative of tumor cell dispersal at the time of 
implantation. Numbers: survival time (days) of these animals. 
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Supplementary Fig. 5. Body Weight Data (related with Figure 4). Mouse health monitoring with 
body weight measurements over the course of treatments. Mice were euthanized according to the 
criteria such as a 20% body weight loss, neurological signs, or a 15% body weight loss plus other 
signs. Adagrasib evening dosing was skipped in mice with impaired health conditions for the time 
period (days) shown by the red boxes.  
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