KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

5-Fluorouracil & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

T T T T T T
5000 10000 15000 20000250030000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -
inhibition (%)
E 30
£
B 2000- 20
2
2 10
19
0
1000 -
0 -

0 4000 8000 16000 32000
5-Fluorouracil (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Delanzomib & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T
3000 5000

Concentration (nM)

Dose-response curve for drug: Delanzomib

7000

T T
5 10

Concentration (nM)

15

20

Dose-response matrix (inhibition)

8000 -

4000-
inhibition (%)
s 50
£ 40
£
& 2000- 30
= 20
g 10
o
0
1000-
0 .

0 25 5 10 20
Delanzomib (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Ixazomib citrate & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

T T T T
1000 3000 5000 7000

Concentration (nM)

Oxaliplatin (nM)

Dose-response curve for drug: Ixazomib citrate

T T T T T T
10 20 30 40 50 60

Concentration (nM)

8000 -

4000 -

2000-

1000 -

Dose-response matrix (inhibition)

33.27

2418

16.91

16.12

34.49

24.74

12.02

8.62

16.75

8

37.61

29.34

24.31

24.42

2457

16

43.76
42.31
inhibition (%)
60
39.1 20
20
0
41.23
40.25
32 64

Ixazomib citrate (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

VR-23 & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

e 4 —
T T T T
1000 3000 5000 7000 %
Concentration (nM) -.E
s
®
Dose-response curve for drug: VR-23 6

T T T T T
1000 2000 3000 4000 5000

Concentration (nM)

8000 -

4000 -

2000-

1000 -

Dose-response matrix (inhibition)

32.93

24.36

14.95

16.62

26.44

14.85

11.35

10.84

4.43

625

23.77

13.55

10.39

12.32

17.42

1250
VR-23 (nM)

23.34

22.49

24.35

22.54

26.52

2500

5000

inhibition (%)

50
40
30
20
10
0



KYSE-30

Oprozomib & Oxaliplatin

Dose-response matrix (inhibition)

Dose-response curve for drug: Oxaliplatin

inhibition (%)

inhibition (%)

100
80 8000 -
60
40 —
. /—.
0 [ > 4000 -
0 —
T T T T inhibition (%)
1000 3000 5000 7000 % 50
C trati M E 40
oncentration (nM) 5 2000- 30
o
2 20
Dose-response curve for drug: Oprozomib 6 10
0
100 1000 -
80
60
40
20 0-
0 —

5 10 1B 20 0 25 5 10 '

Oprozomib (nM)
Concentration (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

VR-23 & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

5000

Dose-response curve for drug: VR-23

10000 15000 2000025000000

Concentration (nM)

1000

T
2000

Concentration (nM)

T
3000

T T
4000 5000

Dose-response matrix (inhibition)

32000 -

16000 -

8000- 17.08

5-Fluorouracil (nM)

4000- 10.33 8.02 5.51

0- 0 14.3 17.02

0 625 1250 2500 5000
VR-23 (nM)

inhibition (%)
50

40
30
20
10
0



KYSE-30

Oprozomib & 5-Fluorouracil

inhibition (%)

inhibition (%)

Dose-response curve for drug: 5—-Fluorouracil Dose-response matrix (inhibition)
100
80 32000- | 33.47 33.86 27.28 29.11
60
40
e
20 ¢ -
16000- 27.56 26.73 19.75 25.16
O —
T T T T T T s inhibition (%)
5000 10000 15000 2000025000000 £ l 60
%
. IS 40
Concentration (nM) 5 8000- 251 1936 1781 2815
5 2
Dose-response curve for drug: Oprozomib [
* 0
100 4000- 2438 1411 1334 2695
80
60
40
20 [ ] 0- 0 4.51 2122 2553
O —

5 10 1B 20 0 25 5 10 20
. Oprozomib (nM)
Concentration (nM)



KYSE-30

Delanzomib & Cisplatin

Dose-response curve for drug: Cisplatin

100
80 —

60 —

inhibition (%)

20

500

T T T
1500 2500 3500

Concentration (nM)

1000-

Cisplatin (nM)

Dose-response curve for drug: Delanzomib

100

60 —
40

inhibition (%)

20

500 -

T T T T
5 10 15 20

Concentration (nM)

4000 -

2000 -

Dose-response matrix (inhibition)

21.29

inhibition (%)
50

40
30
20
10
0

15.76

12.33

0 25 5 10 20
Delanzomib (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Paclitaxel & Cisplatin

Dose-response curve for drug: Cisplatin

@ —
T T T T
500 1500 2500 3500
Concentration (nM)
Dose-response curve for drug: Paclitaxel

o v ’
T T T T
5 10 15 20

Concentration (nM)

Dose-response matrix (inhibition)

4000 -

2000 -

inhibition (%)
60

s
£
= 40
g 1000 -
& 20
o
0
500 -
0-

0 25 5 10 20
Paclitaxel (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

5-Fluorouracil & Cisplatin

Dose-response curve for drug: Cisplatin

500

T T T
1500 2500 3500

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

Cisplatin (nM)

5000

T T T T T
10000 15000 2000025000000

Concentration (nM)

Dose-response matrix (inhibition)

4000 -

2000- 21.04

inhibition (%)

50
40

1000- 14.36 30
20
10
0

500- 17.45

0- 0
0 4000 8000 16000 32000

5-Fluorouracil (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Bortezomib & Anlotinib

Dose-response matrix (inhibition)

Dose-response curve for drug: Anlotinib

8000 -

o *— 4000-
T T T T inhibition (%)
1000 3000 5000 7000 s
= 60
Concentration (nM) ,g 2000~ 40
2
. < 20
Dose-response curve for drug: Bortezomib <
0

1000-

2 4 6 8 10 0 1.2 25 5 10
Bortezomib (nM)
Concentration (nM)



KYSE-30

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Carfilzomib & Anlotinib

Dose-response curve for drug: Anlotinib

1000

T T
3000 5000

Concentration (nM)

Dose-response curve for drug: Carfilzomib

T
7000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

z 75
o
€ 2000 - 50
k]
c 25
<

0

1000-

0 1.2 25 5 10
Carfilzomib (nM)



KYSE-30

-20

synergy score

-15

5-Fluorouracil (nM) & Oxaliplatin (nM)

synergy score
-10 -5 0

5 10

S

oS

8000

(o\“ao\

4000 e

15

20



KYSE-30

-20

synergy score

-15

Delanzomib (nM) & Oxaliplatin (nM)

synergy score
0

-10 -5 5 10

TN Y

15

20



KYSE-30

-20

synergy score

-15

Ixazomib citrate (nM) & Oxaliplatin (nM)

synergy score
0

-10 -5 5 10

SR

15

20



KYSE-30

VR-23 (nM) & Oxaliplatin (nM)

synergy score
0

-30 -20 -10 10 20 30

synergy score




KYSE-30

-20

synergy score

-15

Oprozomib (nM) & Oxaliplatin (nM)

synergy score
0

-10 -5 5 10

15

20



KYSE-30

-20

synergy score

-15

VR-23 (nM) & 5-Fluorouracil (nM)

synergy score
0

-10 -5 5 10

15

20



KYSE-30

-30

synergy score

Oprozomib (nM) & 5-Fluorouracil (nM)

synergy score
0

-10 10

T

==

AN 2
_——

20

30



KYSE-30

Delanzomib (nM) & Cisplatin (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

synergy score




KYSE-30

Paclitaxel (nM) & Cisplatin (nM)

synergy score
-10 -5 0 5 10 15 20

-15

-20

aloos ABlauAs



KYSE-30

5-Fluorouracil (nM) & Cisplatin (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

synergy score




KYSE-30

-20

-15

synergy score

“““““\‘

Bortezomib (nM) & Anlotinib (nM)

synergy score
0

-10 -5 5 10 15 20

o .

RN “"
“‘\‘\\\\\\\\\“—""“

AU S

T <>

S SOSSSNNK «\‘\“‘ ‘ >
< " \“\\ <>



KYSE-30

-60

synergy score

Carfilzomib (nM) & Anlotinib (nM)

synergy score
0

-20 20

40

60



KYSE-70

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

5-Fluorouracil & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

5000

T T T T T
10000 15000 2000025000000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

E 60
£
E 2000- 40
s
g 20
o

0

1000-

0 4000 8000 16000 32000
5-Fluorouracil (nM)



inhibition (%)

inhibition (%)

KYSE-70

Delanzomib & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

100

60

20

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: Delanzomib

Oxaliplatin (nM)

100

60 —
40
20

T T T T
5 10 15 20

Concentration (nM)

8000 -

4000 -

2000-

1000 -

Dose-response matrix (inhibition)

17.98

14.35

1475 849  16.78
411 186 143

371 813 652

25 5 10

Delanzomib (nM)

inhibition (%)

30
12.69 20
10
0
257
13.43
20



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

Ixazomib citrate & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T
3000

Concentration (nM)

T
5000

T
7000

Dose-response curve for drug: Ixazomib citrate

10

T T
20 30

Concentration (nM)

40

50 60

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

s
£ 30
£
& 2000- 20
2
;J 10
(&}
0

1000-

0 8 16 32 64
Ixazomib citrate (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

VR-23 & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

o*—
T T T T
1000 3000 5000 7000 %
Concentration (nM) -.E
s
®
Dose-response curve for drug: VR-23 c’;
e ®

T T T T T
1000 2000 3000 4000 5000

Concentration (nM)

8000 -

4000 -

2000-

1000 -

Dose-response matrix (inhibition)

32.48

25.64

18.55

13.02

3243 223
2398  13.73
1059  6.68
105  -2.43
49 2.28
625 1250
VR-23 (nM)

26.34
2165
inhibition (%)
60
11.32 20
20
0
-483
9.51
2500 5000



KYSE-70

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Dose-response curve for drug: Oxaliplatin

Oprozomib & Oxaliplatin

1000

T
3000

Concentration (nM)

Dose-response curve for drug: Oprozomib

T
5000

T
7000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)
40

s

£

< 30
® 2000-

s 20
[ 10
o

0

1000-

Oprozomib (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

VR-23 & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

5000

T T T
10000

Concentration (nM)

Dose-response curve for drug: VR-23

15000 2000025000000

T T T
1000 2000 3000

Concentration (nM)

T T
4000 5000

5-Fluorouracil (nM)

Dose-response matrix (inhibition)

32000 -
16000 -
8000- | 38.9
4000- = 38.48
0- 0 18.03 19.68 20.21

5000

1250 2500

VR-23 (nM)

0 625

inhibition (%)
80

60
40
20

0



KYSE-70

inhibition (%)

inhibition (%)

100
80
60
40

20

Dose-response curve for drug: 5—-Fluorouracil

Oprozomib & 5-Fluorouracil

/

5000 10000 15000 20000250030000

Concentration (nM)

Dose-response curve for drug: Oprozomib

Concentration (nM)

5-Fluorouracil (nM)

Dose-response matrix (inhibition)

32000 -

16000 -
inhibition (%)
60
8000 - 40
20
0
4000-
0 .

0 25 5 10 20
Oprozomib (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

Delanzomib &

Dose-response curve for drug: Cisplatin

4@
[ :
T T T T

500 1500 2500 3500 s
c
Concentration (nM) £
©
o
2
Dose-response curve for drug: Delanzomib (&}

Q PN - —D

Concentration (nM)

Cisplatin

Dose-response matrix (inhibition)

4000 -

2000- 13.63 10.95 1.58

1000- 7.57 -2.7 -1.92

500- 22.78 -4.62 -3.48

-5.66

Delanzomib (nM)

-2.35

-4.18

11.87

20

inhibition (%)
40

20



inhibition (%)

KYSE-70

Paclitaxel & Cisplatin

Dose-response matrix (inhibition)

Dose-response curve for drug: Cisplatin

100
80 4000-

60

inhibition (%)

07 g ° 2000-

T T T T
500 1500 2500 3500

inhibition (%)
60

Concentration (nM) 40

20

Cisplatin (nM)
S
[=3
o

Dose-response curve for drug: Paclitaxel

100 500-

60 —
40

5 10 15 20 0 25 5 10 20

Paclitaxel (nM)
Concentration (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

5-Fluorouracil & Cisplatin

Dose-response curve for drug: Cisplatin

[ L
T T T T
500 1500 2500 3500
Concentration (nM)
Dose-response curve for drug: 5-Fluorouracil

5000

T T T T T
10000 15000 200002500@0000

Concentration (nM)

Dose-response matrix (inhibition)

4000 -

2000-
inhibition (%)

s 60
£
£ 40
= 1000-
-
2 20
o

0

500 -

0 4000 8000 16000 32000
5-Fluorouracil (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

Bortezomib & Anlotinib

Dose-response curve for drug: Anlotinib

1000 3000 5000 7000
Concentration (nM)
Dose-response curve for drug: Bortezomib
T T T T
2 4 6 8 10

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

s

£ 60

Q2

€ 2000 - 40

k]

c 2

g 0
0

1000-

0 1.2 25 5 10
Bortezomib (nM)



inhibition (%)

inhibition (%)

KYSE-70

100
80
60
40

20

100
80
60
40
20

Carfilzomib & Anlotinib

Dose-response matrix (inhibition)

Dose-response curve for drug: Anlotinib

8000 -

4000 -

T T T inhibition (%)
80

1000 3000 5000 7000 s
_ < 60
Concentration (nM) _.g 2000 - 0
s
Dose-response curve for drug: Carfilzomib é 20
0
1000-
. - 07
T T T T T
2 4 6 8 10 0 12 25 5 10

Carfilzomib (nM)
Concentration (nM)



KYSE-70

-30

synergy score

5-Fluorouracil (nM) & Oxaliplatin (nM)

synergy score
0

-20 -10 10 20

s

-10 NN
‘\\ ——

e ——

“\ N

8000

e

N\
4000 o F\\)o(o

30



KYSE-70

Delanzomib (nM) & Oxaliplatin (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

synergy score




KYSE-70

Ixazomib citrate (nM) & Oxaliplatin (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

synergy score




KYSE-70

VR-23 (nM) & Oxaliplatin (nM)

synergy score
-10 -5 0 5 10 15 20

-15

-20

21090s ABJisuAs



KYSE-70

Oprozomib (nM) & Oxaliplatin (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

N

o"""“;\\“

SRS TN
S ""““

TS
SO S

synergy score




KYSE-70

synergy score

VR-23 (nM) & 5-Fluorouracil (nM)

synergy score
-10 0

10

20

30




KYSE-70

-20

synergy score

-15

Oprozomib (nM) & 5-Fluorouracil (nM)

synergy score
-10 -5 0

5 10

15

20




KYSE-70

-20

synergy score

-15

Delanzomib (nM) & Cisplatin (nM)

synergy score
-10 -5 0

5 10

15

20



KYSE-70

-20

synergy score

-15

Paclitaxel (nM) & Cisplatin (nM)

synergy score
0

20



KYSE-70

-20

synergy score

-15

5-Fluorouracil (nM) & Cisplatin (nM)

synergy score
-10 -5 0

5 10

8000

(o\“ao\

4000 PO

15

20



KYSE-70

Bortezomib (nM) & Anlotinib (nM)

synergy score
0

-30 -20 -10 10 20 30

synergy score




KYSE-70

-80

synergy score

-60

Carfilzomib (nM) & Anlotinib (nM)

synergy score
0

-40 -20 20 40

1.25

\]
Gaf\'\\iom\

60

80



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100

5-Fluorouracil & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

+/

5000

T T T T T
10000 15000 200002500@0000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

E 40
£ 30
8 2000-
= 20
E 10
<)

0

1000-

0 4000 8000 16000 32000
5-Fluorouracil (nM)



KYSE-140

Delanzomib & Oxaliplatin

Dose-response matrix (inhibition)

Dose-response curve for drug: Oxaliplatin

100 —
80 8000-
2
— 60
il
8 40
€ ®
201 e 4000-
0 —
T T T T inhibition (%)
1000 3000 5000 7000 s 40
£
) £ 30
Concentration (nM) £ 2000- 2
o
© 10
Dose-response curve for drug: Delanzomib 6 0
100 1000- 1554  7.87 531 743 1127
—~ 80
X
= 60
S
S 40
=
20 0- 0 -3.18 3.49 -7.99 2.06
01 & (] N [ ]
T T T T
5 10 15 20 0 25 5 10 20

Delanzomib (nM)
Concentration (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Ixazomib citrate & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: Ixazomib citrate

T T T T T T
10 20 30 40 50 60

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

s
£ 40
£
F 2000- 30
2 20
2
15} 10
0

1000- 10.81 16.02

0- 0 17.27 20.02

0 8 16 32 64
Ixazomib citrate (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

VR-23 & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000 3000 5000 7000
Concentration (nM)
Dose-response curve for drug: VR-23
[ )
&
T T T T T
1000 2000 3000 4000 5000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

2000-

Oxaliplatin (nM)

1000-

0 625 1250 2500 5000
VR-23 (nM)

inhibition (%)
80

60
40
20

0



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Dose-response curve for drug: Oxaliplatin

Oprozomib & Oxaliplatin

1000

T
3000

Concentration (nM)

Dose-response curve for drug: Oprozomib

T
5000

T
7000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)
40

s

£

c 30
& 2000-

é 20
% 10
o

0

1000-

Oprozomib (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

VR-23 & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

T T T T T T
5000 10000 15000 20000250030000

Concentration (nM)

Dose-response curve for drug: VR-23

T T T T T
1000 2000 3000 4000 5000

Concentration (nM)

5-Fluorouracil (nM)

32000 -

Dose-response matrix (inhibition)

16000- | 32.31
inhibition (%)
60
8000- 2528 20
20
0
4000- 14.83 31.05  28.29
0- o0 1777 13.39
0 625 1250 2500 5000
VR-23 (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Oprozomib & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

T T T T
5000 10000

Concentration (nM)

Dose-response curve for drug: Oprozomib

15000 20000250030000

T T T
5 10 15

Concentration (nM)

20

5-Fluorouracil (nM)

Dose-response matrix (inhibition)

32000 -

16000 -

inhibition (%)
40

30

20

10

0

8000 -

4000- 11.38 12.02

3.88

5.89 19.24

0 25 5 10 20
Oprozomib (nM)



KYSE-140

Delanzomib & Cisplatin

Dose-response curve for drug: Cisplatin

100

80

40

inhibition (%)

20

500

T
1500

Concentration (nM)

T
2500

T
3500

Dose-response curve for drug: Delanzomib

100

inhibition (%)

e

5 10

Concentration (nM)

15

20

Cisplatin (nM)

Dose-response matrix (inhibition)

4000 -

2000-
inhibition (%)
80
60
1000- 2969 3367 2898 2349  29.03 40
20
0
500- 8.1 833 106 1083 858
0- 0 873 643 58 2346
0 25 5 10 20

Delanzomib (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Paclitaxel & Cisplatin

Dose-response curve for drug: Cisplatin

500

T
1500

Concentration (nM)

T
2500

Dose-response curve for drug: Paclitaxel

T
3500

T T
5 10

Concentration (nM)

15

20

Dose-response matrix (inhibition)

4000 -

2000 -

inhibition (%)

s 80
< 60
c

% 1000-

5 40
(7]

o 20

0

500-

Paclitaxel (nM)



KYSE-140

5-Fluorouracil & Cisplatin

Dose-response curve for drug: Cisplatin

100
80 —

60

inhibition (%)

20

500

T T T
1500 2500 3500

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

100

60 —
40

inhibition (%)

5000

T T T T T
10000 15000 20000250080000

Concentration (nM)

4000 -

2000 -

Cisplatin (nM)
S
(=3
o

500-

Dose-response matrix (inhibition)

inhibition (%)

75

50

25

1922 3007 2762 4339 3873
0 1372 2337 3473 4244
0 4000 8000 16000 32000

5-Fluorouracil (nM)



KYSE-140

Dose-response curve for drug: Anlotinib

Bortezomib & Anlotinib

8000 -

4000 -

Dose-response curve for drug: Bortezomib

T
3000

Concentration (nM)

T T
5000 7000

Anlotinib (nM)
N
1=}
1=}
=)

100 —
80
S
T 60 -
i)
S 40
<
£
20
0_
T
1000
100
. 80
2
= 60
o
S 40 A
<
c
= 20 A
0_

Concentration (nM)

1000-  14.75
0- 0

T T T

6 8 10 0

Dose-response matrix (inhibition)

inhibition (%)

50

40
24.4 30

20
10
0

13.03 1228

413 | 2021 2784

1.2 25 5 10

Bortezomib (nM)



KYSE-140

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Carfilzomib & Anlotinib

Dose-response curve for drug: Anlotinib

1000

T T
3000 5000

Concentration (nM)

Dose-response curve for drug: Carfilzomib

T
7000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)
80

:
= 60
2
£ 2000- 40
o
c
< 20
0

1000-

0 1.2 25 5 10
Carfilzomib (nM)



KYSE-140

-20

synergy score

-15

5-Fluorouracil (nM) & Oxaliplatin (nM)

synergy score
-10 -5 0

5 10

- ‘ Z
O S SIS SN 7 ‘\
= o O N
SR NN
) = 41‘%‘!%".>‘|!'!‘*
> o“‘

8000

i\

aC
oV

\WO
¥

4000

15

20



KYSE-140

10

synergy score

Delanzomib (nM) & Oxaliplatin (nM)

synergy score
0




KYSE-140

-30

synergy score

Ixazomib citrate (nM) & Oxaliplatin (nM)

synergy score
0

-20 -10 10 20 30

ot
peSNNNnge= =
RRe BTN

““;

B N ——
S S SO S S
8 SIS S SO



KYSE-140

-15

synergy score

-10 -5

VR-23 (nM) & Oxaliplatin (nM)

synergy score
0

5 10

15

20




KYSE-140

-20

synergy score

-15

Oprozomib (nM) & Oxaliplatin (nM)

synergy score
-10 -5 0

5 10

20



KYSE-140

-20

synergy score

-15

VR-23 (nM) & 5-Fluorouracil (nM)

synergy score
0

-10 -5 5 10

20



KYSE-140

-30

synergy score

Oprozomib (nM) & 5-Fluorouracil (nM)

synergy score
0 10

-10

20

30



KYSE-140

-20

-15

synergy score

Delanzomib (nM) & Cisplatin (nM)

synergy score
0

-10 -5 5 10 15 20

oy
25

K
"'/'oéﬁ‘\



KYSE-140

-30

synergy score

Paclitaxel (nM) & Cisplatin (nM)

synergy score
0

-10

10

20

30



KYSE-140

-20

synergy score

-15

5-Fluorouracil (nM) & Cisplatin (nM)

synergy score
-10 -5 0

5 10

16000

8000 W)
N

(o\“ao\\ \

\WO

20



KYSE-140

-20

Bortezomib (nM) & Anlotinib (nM)

synergy score
0

-15 -10 -5 5 10
20 .
15 ;
10

o 5

3

® 0

>

jo))

© 5

c

>

o -10

-15
e
8000
4000
K
Oz,%‘ 2000
% 5
7z
25
7, 1000 o o
1.25 20

10

15

20



KYSE-140

-30

synergy score

Carfilzomib (nM) & Anlotinib (nM)

synergy score
-20 -10 0

10 20

30

40




OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

5-Fluorouracil & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

1000

T T T
3000 5000 7000

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

I — “‘“"""'_'______‘.

5000

T T T T T
10000 15000 20000250030000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -
inhibition (%)
s 40
£
£ 30
§ 2000-
s 20
s
& 10
0
1000 -
0 N

0 4000 8000 16000 32000
5-Fluorouracil (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Delanzomib & Oxaliplatin

Dose-response curve for drug: Oxaliplatin

T T T T
1000 3000 5000 7000

Concentration (nM)

Dose-response curve for drug: Delanzomib

T T T T
5 10 15 20

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

2000-

Oxaliplatin (nM)

1000-

0 25 5 10 20
Delanzomib (nM)



inhibition (%)

inhibition (%)

OE

100
80
60
40

20

100
80
60
40
20

Ixazomib citrate & Oxaliplatin

Dose-response curve for drug: Oxaliplatin
1e _ /
T T T T
1000 3000 5000 7000
Concentration (nM)
Dose-response curve for drug: Ixazomib citrate
e .

T T
20 30

Concentration (nM)

40

50 60

Oxaliplatin (nM)

8000 -

4000 -

2000-

1000 -

Dose-response matrix (inhibition)

42.08

19.64

15.41

24.38

40

21.21

-12.08

8

37.58

32.31

-0.93

-12.31

4.01

16

39.26
3174
inhibition (%)
60
5.4 40
20
0
-3.95
10.38
32 64

Ixazomib citrate (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

VR-23 & Oxaliplatin

Dose-response matrix (inhibition)

Dose-response curve for drug: Oxaliplatin

8000 -
4000 -
T T T T
1000 3000 5000 7000 E:
Concentration (nM) -.§ 2000 -
s
®
Dose-response curve for drug: VR-23 6
1000 -
+/. 0- 1115 1359  13.76
@ S

1000 2000 3000 4000 5000 625 1250 2500 5000

VR-23 (nM)

o-

Concentration (nM)

inhibition (%)
40

30

20

10

0



OE-33

Oprozomib & Oxaliplatin

Dose-response matrix (inhibition)

Dose-response curve for drug: Oxaliplatin

100
80 8000-

60

inhibition (%)

20 7 4000-

T T T T
1000 3000 5000 7000

inhibition (%)

Concentration (nM) 2000 -

Dose-response curve for drug: Oprozomib

Oxaliplatin (nM)

100 1000-

inhibition (%)

20 / 0-
[ ]

o—

T T T T
5 10 15 20 0 25 5 ! Y
Oprozomib (nM)

Concentration (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

VR-23 & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

_4.—-—-—'/.

5000

Dose-response curve for drug: VR-23

10000 15000 20000250030000

Concentration (nM)

1000

T
2000

Concentration (nM)

T
3000

T T
4000 5000

Dose-response matrix (inhibition)

32000 -

16000 -
< inhibition (%)
= 40
‘s 30
S 8000-
o 20
S
T 10
"I" 0

4000 -

0 .

0 625 1250 2500 5000
VR-23 (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

Oprozomib & 5-Fluorouracil

Dose-response curve for drug: 5—-Fluorouracil

___'/

T T T T T T
5000 10000 15000 20000250030000

Concentration (nM)

Dose-response curve for drug: Oprozomib

Concentration (nM)

5-Fluorouracil (nM)

Dose-response matrix (inhibition)

32000 -

16000-
inhibition (%)

30

8000- 2
10
0

4000- 1147 1131 1131 1642

0- 8.1 171
0 25 5 10 20

Oprozomib (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Delanzomib &

Dose-response curve for drug: Cisplatin

T T T T
500 1500 2500 3500

Concentration (nM)

Cisplatin (nM)

Dose-response curve for drug: Delanzomib

T T T T
5 10 15 20

Concentration (nM)

Cisplatin

Dose-response matrix (inhibition)

4000 -

2000- | 37.88 36.1 32.54

1000- | 27.83 35.61 28.79

500- 17.56 14.71 10.04

0- 0 5.72 13.46

0 2.5 5

32.99

27.96

9.43

16.81

10

Delanzomib (nM)

32.68

32.66

31.71

38.94

20

inhibition (%)
40

20

0



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Paclitaxel & Cisplatin

Dose-response curve for drug: Cisplatin

500

1500 2500 3500

Concentration (nM)

Dose-response curve for drug: Paclitaxel

T T T
5 10 15

Concentration (nM)

20

Dose-response matrix (inhibition)

4000 -

2000 -

inhibition (%)
60

40

Cisplatin (nM)
)
(=3
o

20

0

500-

Paclitaxel (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100

5-Fluorouracil & Cisplatin

Dose-response curve for drug: Cisplatin

500

T T T
1500 2500 3500

Concentration (nM)

Dose-response curve for drug: 5-Fluorouracil

5000

T T T T T
10000 15000 200002500@0000

Concentration (nM)

Dose-response matrix (inhibition)

4000 -

2000 -

inhibition (%)
60

s
£
c 40
¥ 1000-
& 20
o

0

500 -

0 4000 8000 16000 32000
5-Fluorouracil (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100

Bortezomib & Anlotinib

Dose-response curve for drug: Anlotinib

1000

T T
3000 5000

Concentration (nM)

Dose-response curve for drug: Bortezomib

T
7000

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)

= 60
Q2
€ 2000 - 40
°
= 20
<

0

1000-

0 1.2 25 5 10
Bortezomib (nM)



OE-33

inhibition (%)

inhibition (%)

100
80
60
40

20

100
80
60
40
20

Carfilzomib & Anlotinib

Dose-response curve for drug: Anlotinib

1000 3000 5000 7000
Concentration (nM)
Dose-response curve for drug: Carfilzomib
T T T T T
2 4 6 8 10

Concentration (nM)

Dose-response matrix (inhibition)

8000 -

4000 -

inhibition (%)
80

s
£
60
Qo
2 2000-
£ 40
S
c
g 20
0

1000-

0 1.2 25 5 10
Carfilzomib (nM)



OE-33

5-Fluorouracil (nM) & Oxaliplatin (nM)

synergy score
-10 -5 0 5 10 15 20

-15

-20

a100s ABisuAs

/
1

/)

74




OE-33

-30

synergy score

Delanzomib (nM) & Oxaliplatin (nM)

synergy score
0 10

-10

20

30



OE-33

-20

synergy score

-15

Ixazomib citrate (nM) & Oxaliplatin (nM)

synergy score
0

-10 -5 5 10

15

20



OE-33

-30

synergy score

VR-23 (nM) & Oxaliplatin (nM)

synergy score
0 10

-10

20

30



OE-33

-20

synergy score

-15

Oprozomib (nM) & Oxaliplatin (nM)

synergy score
0 5 10

-10 -5

‘:‘:‘;—-' =
SO
(B <\

==\
SORLL L

‘\\‘“
AN W
S —

15

20



OE-33

-30

synergy score

VR-23 (nM) & 5-Fluorouracil (nM)

synergy score
0

-10 10

20

30



OE-33

-20

synergy score

-15

Oprozomib (nM) & 5-Fluorouracil (nM)

synergy score
-10 -5 0

5 10

15

20



OE-33

Delanzomib (nM) & Cisplatin (nM)

synergy score
0

-30 -20 -10 10 20 30

““\““‘
R ST
ST DRRRN

S

synergy score




OE-33

-30

synergy score

Paclitaxel (nM) & Cisplatin (nM)

synergy score
0

-10 10

20

30



OE-33

-20

synergy score

-15

5-Fluorouracil (nM) & Cisplatin (nM)

synergy score
0

-10 -5 5 10

15

20



OE-33

Bortezomib (nM) & Anlotinib (nM)

synergy score
0

-20 -15 -10 -5 5 10 15 20

synergy score




OE-33

-80

synergy score

Carfilzomib (nM) & Anlotinib (nM)

synergy score
-40 -20 0 20 40

60

80



