HCT-116

-0.4 -0.2 0.0

Bliss

HT-29
-04 -02 00

Bliss

SW-620
-04 -02 00

Bliss

PAL
Concentration [uM]

PAL

Concentration [uM]

PAL
Concentration [uM]

HCT-116
5- 0.01 0.06 -0.02
+0.05 +0.09 +0.08
25- -0.08 -0.03 —-0.09
+0.09 +0.1 +0.1
1.25- -0.03 0.06 -0.07
+0.08 +0.08 +0.05
0.25- 0.05 0.03 —-0.06
+0.05 +0.09 +0.08
2.5 5 10
Concentration [uM]
5-FU
HT-29
5- 0.16 0.09 0.19
+0.1 +0.16 +0.06
25~ 0.18 0.14 0.15
+0.19 +0.18 +0.14
1.25- 0.15 0.08 0.08
+0.15 +0.15 +0.14
0.25- 0.11 0.13 0.15
+0.23 +0.17 +0.12
2.5 5 10
Concentration [uM]
5-FU
SW-620
5- 0.03 0.03 0.08
+0.06 +0.07 +0.09
25-  -0.05 0.01 0.01
+0.05 +0.1 +0.06
1.25- -0.05 -0.01 0.02
+0.05 +0.05 +0.07
0.25- -0.03 -0.04 0
+0.07 +0.05 +0.07
2.5 5 10

Concentration [uM]
5-FU

0.01
+0.05

-0.01
+0.05

-0.03
+0.03

0.15
+0.08

0.2

+0.14

0.14
+0.06

0.12
+0.17

20

0.08
+0.05

0.05
+0.05

0.07
+0.03

0.08
+0.05

20

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

I — T ——
20-  0.04 0.02 002  -0.01
+0.04 +0.04 +0.02 +0.03
More anatgonistic

S 10- 003 -001 009 0.02 I°"‘°

= +0.08 +0.06 +0.05 +0.05
n > 5 0.15
g i ® 0.00
m § -0.15

€ 5- 005 0.02 0.1 0.04

O +0.07 +0.14 +

0.06 +0.05 l -0.40

More synergistic

2.5- 0.03 0.01 0.16 0.04

+0.09 +0.11 +0.05 +0.04

0.01 0.05 0.25 1.25
Concentration [uM]
52

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

E— E—
20- -0.02 0.02 -0.03 0.01
+0.08 +0.1 +0.06 +0.06
More anatgonistic
S 10- 006 008 -002 004 I°"‘°
= +0.05 +0.06 +01 £0.03
n 5 0.15
R i ® 0.00
m § -0.15
S 5- 0 0.06 0 0.03
o +0.1 +0.08 +0.03 +0.05 l 040

More synergistic

2.5- 0.02 0.05 0.02 0.04

+0.07 +0.05 +0.05 +0.06

0.01 0.05 0.25 1.25
Concentration [uM]
52

SW-620 SW-620
-04 -02 00 02 04

20- -0.03 0.02 0.13 0.09

+0.05 +0.08 +0.04 +0.04
More anatgonistic
J— I 0.40
%_ 10- -0.01 0.04 0.11 0.06
= +0.07 +0.08 +0.09 +0.05
n S g 0.15
g i ® 0.00
o} % -0.15
(8]
£ 5- 0 0.01 0.08 0.07
o +0.07 +0.09 +0.04 +0.06 l 040
More synergistic
25- -0.05 -0.05 0 0.03
+0.11 £0.1 +0.04 +0.05

0.01 0.05 0.25 1.25
Concentration [uM]
5




HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

25- 0.22 0.14 0.16 0.08

+0.14 +0.16 +£0.1 +0.06
More anatgonistic
J— I 0.40
%_ 1.25- 0.32 0.25 0.16 0.1
= +0.16 +0.13 +0.08 +0.06
n < 9 0.15
g é E 0.00
m § -0.15
$0.25- 0.06 0.02 0.07 -0.03
o +0.11 +0.07 +0.1 +0.07 I 040
More synergistic
0.05- 0.13 -0.01 0.1 -0.03
+0.07 +£0.13 +0.13 +0.06
0.01 0.05 0.25 1.25

Concentration [uM]
52

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

. ]
25- 0.05 0.04 —-0.08 -0.02
+0.07 +0.07 +0.04 +0.05
More anatgonistic
— I 0.40
%_ 1.25- 0.17 0.09 -0.02 -0.02
'z +0.11 +0.05 +0.04 +0.04
n < o 0.15
2 é E 0.00
2] § -0.15
$0.25- 0.07 -0.05 -0.08 0.02
(@) +0.08 +0.07 +0.13 +0.14 ~0.40
More synergistic
0.05 - 0.17 0.04 -0.02 -0.05
+0.17 +0.13 £0.17 +£0.15
0.01 0.05 0.25 1.25

Concentration [uM]
52

SW-620 SW-620
-04 -02 00 02 04

I I
25- 0.09 0.03 0.1 0.09
+0.05 +0.09 +0.03 +0.02
More anatgonistic
J— I 0.40
%_ 1.25- 0.23 0.21 0.15 0.12
= +0.09 +0.07 +0.04 +0.03
n < o 0.15
g é E 0.00
m § -0.15
£ 025- 0.17 0.04 -0.03 0
O +0.1 +0.06 +0.1 +0.06 I ~0.40
More synergistic
0.05 - 0.11 0.06 -0.05 -0.04
+£0.11 £0.1 £0.1 +0.05
0.01 0.05 0.25 1.25

Concentration [uM]



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4
I ]
5-  0.02 -0.03 0.1 0.07
+0.08 +0.06 +0.07 +0.03
More anatgonistic
J— I 0.40
%_ 25- -0.06 -0.13 0.01 0.03
= +0.09 +0.07 +0.08 +0.05
n 4 9 0.15
2 E g 0.00
m § -0.15
s 125- -0.01 -0.07 0.06 0.02
o +0.11 +0.09 +0.09 +0.07 l 040
More synergistic
0.25- 0.04 -0.03 0.01 0.02
+0.06 £0.1 +0.09 +0.04
0.01 0.05 0.25 1.25
Concentration [uM]
57
HT-29 HT=29
-04 -0.2 0.0 0.2 0.4
I ]
5- 011 0.03 0 -0.04
+0.07 +0.09 +£0.1 +0.12
More anatgonistic
J— I 0.40
%_ 25- 0.04 0.03 0 -0.01
= +£0.23 £0.2 +0.16 +£0.13
n 4 9 0.15
2 E g 0.00
m § -0.15
§125- 011 -0.01 -0.01 0.01
o +0.14 +0.1 +0.1 +013 l 040
More synergistic
0.25- 0.11 0.05 -0.02 0.07
+£0.23 +£0.16 £0.2 £0.1
0.01 0.05 0.25 1.25
Concentration [uM]
57
SW-620 SW-620
-04 -0.2
I ]
5- -0.01 0.01 0.08 0.11
+0.05 +0.05 +0.04 +0.04
More anatgonistic
J— I 0.40
%_ 25- -0.01 -0.03 0.07 0.09
= +£0.13 +0.07 +0.07 +0.04
n 4 9 0.15
2 E g 0.00
m § -0.15
s 125- 0.02 -0.03 0.07 0.08
o +0.04 +0.05 +0.02 +0.04 l 040
More synergistic
0.25- -0.02 -0.02 0.02 0.08
+0.04 +0.06 +£0.07 +0.06
0.01 0.05 0.25 1.25

Concentration [uM]
52



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

E— E—
20- -0.04 -0.05 0.02 0.01
+0.05 +0.05 +0.12 +0.06
More anatgonistic
S 10- -005 -006 -003 002 I o
= +0.06 £0.05 £0.05 £0.06
n > 5 0.15
R i ® 0.00
m § -0.15
s 5- -0.04 -0.05 -0.02 0.02
o +0.17 +0.15 +0.19 +0.1 l 040

More synergistic

2.5- 0 -0.11 0.02 -0.02
+0.08 +0.09 +0.09 +0.04
2.5 5 10 20
Concentration [uM]
OLA

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

20- 0.12 0.08 0.05 0.03

+0.08 +0.05 +0.08 +0.08
More anatgonistic
S 10- 012 0.08 0.09 0.11 I°"‘°
= +0.08 +0.09 +0.15 +0.11
n 5 0.15
g i ® 0.00
m § -0.15
S 5- 0.12 0.04 0.05 0.02
o +0.16 +0.1 +0.11 +0.11 l 040
More synergistic
25- 0.11 0.08 -0.01 0.11
+0.14 +0.09 +0.13 +0.12
2.5 5 10 20
Concentration [uM]
OLA

SW-620 SW-620
-04 -02 00 02 04

. — T
20~ 0 0.01 0.02 -0.02
+0.09 +0.07 +0.08 +0.07
More anatgonistic
S 10- -001 -004 -001 001 I°"‘°
= +011 +0.09 +013 +0.1
n S 5 0.15
R i ® 0.00
m § -0.15
s 5- -0.02 -0.1 -0.09 -0.09
o +0.12 +0.14 +0.14 +0.1 l 040
More synergistic
2.5- 0.01 -0.06 -0.1 -0.13
+0.07 +0.12 +0.15 +0.09
2.5 5 10 20

Concentration [uM]
OLA



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

I I
1.25- -0.01 -0.02 0 0
+0.06 +0.05 +£0.04 +£0.04
More anatgonistic
J— I 0.40
%_ 0.25- 0.05 0.03 0 0.01
= +0.08 +0.04 +0.05 +0.06
n o 0.15
g B E 0.00
m § -0.15
S 0.05- 0.08 -0.03 -0.01 -0.05
o +0.04 +0.1 +0.07 +0.08 l ~0.40
More synergistic
0.01- 0.07 0.08 -0.03 0.01
£0.1 +0.06 +£0.08 +£0.08
2.5 5 10 20
Concentration [uM]
OLA

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

I ]
1.25- -0.02 0 -0.05 -0.02
+0.11 +0.14 +£0.11 +0.15
More anatgonistic
J— I 0.40
%_ 0.25- -0.04 -0.06 -0.11 -0.09
= +0.07 +0.05 +0.05 +0.08
n 9 0.15
g B ® 0.00
m § -0.15
§ 0.05- -0.04 -0.09 -0.07 -0.09
o +013 +0.12 +0.1 +0.07 l 040
More synergistic
0.01- 0.06 -0.1 -0.04 -0.07
+0.09 +0.07 +£0.08 +£0.11
2.5 5 10 20
Concentration [uM]
OLA
SW-620
I
1.25- 0.01 0 -0.03 -0.01
+0.05 +0.02 +0.02 +0.03
More anatgonistic
J— I 0.40
%_ 0.25- 0 -0.02 0.02 0.05
= +0.04 +0.03 +0.05 +0.09
n 5 0.15
g B ® 0.00
m § -0.15
$ 0.05- 0.04 0 -0.02 -0.05
o +0.11 +0.06 +0.06 +0.07 l 040
More synergistic
0.01- 0.09 -0.04 -0.04 0.02
+£0.07 +£0.05 +£0.11 +0.05
2.5 5 10 20

Concentration [uM]
OLA



HCT-116
-04 -02 00 02 04

2.5-

1.25-

Bliss

0.25-

OXA
Concentration [uM]

0.05-

HCT-116

0.13 0.16 0.19

+0.07 +0.12 +0.1
0.2 0.16 0.24
+0.06 +0.05 +013

-0.04 -0.08 -0.05
+0.09 +0.06 +0.09

-0.06 —-0.05 —-0.03

+0.04 +0.1 +0.17
1 1 1
2.5 5 10
Concentration [uM]
OLA

HT-29 HT=29

-0.4 -0.2 0.0 0.2 0.4

I — I
25-
£ 1.25-
c
2] <2
2 5¢
m @
£ 0.25-
®]
0.05-

0.16 0.13 0.15
+011 +0.16 +0.15

0.13 0.01 0.06
+0.09 +0.1 +0.13

0.11 0.02 0.03

+0.1 +0.09 +0.08
0.06 0.05 -0.04
+0.12 +0.11 +0.15
2.5 5 10
Concentration [uM]
OLA

SW-620 SW-620

-0.4 -0.2 0.0 0.2 0.4

I — I
25~
2 1.25-
c
a <8
2 5¢
m @
£ 0.25-
®]
0.05-

0.09 0.1 0.14
+0.06 +0.05 +0.07

0.17 0.18 0.11

+0.07 +0.1 +0.05
0.1 0.09 0.04
+0.1 +0.09 +0.07
0.13 -0.01 0.03
+0.07 +0.1 +011
2.5 5 10

Concentration [uM]
OLA

0.21
+0.08

0.29

+0.12

-0.01
+0.05

—-0.04

+0.11

20

0.06
+0.11

0.06

+0.17

20

0.12
+0.07

0.2

+0.07

0.06
+0.06

0.03

+0.08

20

More anatgonistic

N..

0.15
0.00

-0.15
-0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I -0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I -0.40

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

20- -0.03 -0.05 0.15 0.13

+0.06 +£0.11 +0.07 +0.05
More anatgonistic
—_— I 0.40
%_ 10- -0.06 -0.02 0.17 0.16
= £0.07 +£0.07 +0.05 +£0.14
n E 5 0.15
g 5 ® 0.00
2} S -0.15
(8]
S 5- -0.05 -0.1 0.11 0.15
o +0.06 +0.08 +0.05 +0.09 I 040

More synergistic

25- -0.06 -0.02 0.15 0.13

+0.04 +0.14 +0.08 +0.05
0.05 0.25 1.25 25
Concentration [uM]
OXA

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

. — T
20- -0.11 0.01 -0.06 -0.04
+0.07 +0.12 +0.07 +0.08
More anatgonistic

S 10- -0.03 0.1 0.03 0.06 I

= +0.09 +0.07 +0.1 +0.14
» .5 0.15
g i IS 0.00
a)] § -0.15

s 5- =001 -0.02 0.04 0.06

o +0.12 +0.15 +0.08 +0.15 I ~0.40

More synergistic

2.5~ 0.01 0.05 0.07 0.04

+0.12 +0.11 +0.13 +0.08
0.05 0.25 1.25 2.5
Concentration [uM]
OXA

SW-620 SW-620
-04 -02 00 02 04

. — T
20- -0.14 0 0.12 0.07
+0.09 +0.07 +0.09 +0.06
More anatgonistic
S 10- -006 -003 017 0.09 I
= +0.08 +0.12 +0.06 +0.12
n S 5 0.15
g i ® 0.00
m § -0.15
s 5- -0.04 -0.04 0.13 0.06
o +0.1 +0.18 +0.08 +0.05 I 040

More synergistic

2.5~ 0.02 0.04 0.14 0.05

+0.05 +0.08 +0.11 +0.06

0.05 0.25 1.25 2.5

Concentration [uM]
OXA




HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

5-  0.02 0.01 0.03
+0.09 +0.08 +0.05

25- -0.06 -0.12 0.01
+0.07 +0.06 +0.05

Bliss

1.25- -0.07 -0.12 0.03
+0.05 +0.1 +0.08

PAL
Concentration [uM]

0.25- -0.05 -0.06 0.05
+0.09 +0.08 +0.04

0.05 0.25 1.25
Concentration [uM]
OXA

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

5- 0.06 0.11 0.05
+0.09 +0.08 +0.13

25- 0.07 0.16 0.16
+0.07 +0.05 +0.14

Bliss

1.25- 0.03 0.08 0.11
+0.11 +0.15 +0.06

PAL
Concentration [uM]

0.25- 0.12 0.16 0.15
+0.09 +0.06 +0.05

0.05 0.25 1.25
Concentration [uM]
OXA

SW-620 SW-620
-04 -02 00 02 04

5- -0.05 -0.01 0.13
+0.04 +0.04 +0.07

25- -0.04 -0.02 0.16
+0.06 +0.06 +0.04

Bliss

1.25- 0.02 0.04 0.18
+0.05 +0.08 +0.03

PAL
Concentration [uM]

0.25- -0.02 -0.01 0.15

+0.06 +0.07 +0.04

0.05 0.25 1.25
Concentration [uM]
O

0.09
+0.05

0.08
+0.05

0.14
+0.06

0.12
+0.08

2.5

0.15
+0.13

0.13
+0.11

0.11
+0.07

0.23
+0.14

2.5

0.13
+0.05

0.09
+0.06

+

0.07

0.12
+0.08

2.5

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

I ~0.40

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

I ]
20~ 0.01 0.05 -0.03 0.03
+0.07 +0.02 +0.06 +0.08
More anatgonistic
J— I 0.40
%_ 10- -0.05 -0.03 -0.04 -0.03
= +0.07 +0.07 +0.06 +0.09
n < 9 0.15
g 6‘ E 0.00
m § -0.15
s 5- -0.04 -0.05 -0.07 -0.03
o +0.09 +0.07 +0.05 +0.1 l 040
More synergistic
25- -0.05 0 -0.07 0.01
+0.08 +£0.07 +0.06 +0.06
0.25 1.25 2.5 5
Concentration [uM]
PAL

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

I ]
20~ 0.23 0.2 0.25 0.14
+0.14 +0.14 +0.17 +0.16
More anatgonistic
—_ I 0.40
%_ 10~ 0.08 0.02 0.09 0.04
'z +0.1 +£0.11 +£0.13 +0.08
n < 9 0.15
2 6' E 0.00
2] § -0.15
£ 5- 0.01 0.03 0.1 0.05
O +0.07 +0.06 +

0.07 +0.1 l -0.40

More synergistic

2.5~ 0.11 0.01 0.1 0.11
+0.09 +0.05 +0.05 +0.07
0.25 1.25 2.5 5
Concentration [uM]
PAL

SW-620 SW-620
-04 -02 00 02 04

. — T
20- 0 -0.03 0.01 0.02
+011 +0.14 +0.06 +0.12
More anatgonistic
S 10- 0 0 0.01 0.01 I°"‘°
= +0.09 +0.11 £0.04 +0.09
w < 9 0.15
2 6‘ E 0.00
a8)] § -0.15
s 5- -0.02 -0.01 0.02 0.01
o +0.13 +0.11 +0.06 +0.11 l 040

More synergistic

25- -0.04 0 0.01 0.01
+0.08 +0.1 +0.06 +0.08
0.25 1.25 2.5 5

Concentration [uM]
PAL



HCT-116 HCT-116
-0.4 -0.2 0.0 0.2 0.4
I — T ——
20- -0.03 0 0
+0.01 +0.02 +0.03
S 10- -001  0.02 0.01
= +0.03 +0.04 +0.03
0 55
Ko TE
[l © -
€ 5- -002 003 004
(&) +0.06 +0.06 +0.05
25- 003 -001 002
+0.06 +0.04 +0.05
001 005 025
Concentration [uM]
PD
HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4
I — T ——
20- 006  -001 -001
+0.05 +0.08 +0.08
S 10- 005 003  -0.03
o +0.05 +0.06 +0.08
) S
Ko i
[l © -
€ 5- 001 -006 -0.04
(&) +0.06 +0.06 +0.04
25- 002 005  -0.03
+0.06 +0.16 +0.02
001 005 025
Concentration [uM]
PD
SW-620 SW-620
-0.4 -0.2 0.0 0.2 0.4
I — T ——
20- 018 005 008
+0.04 +0.03 +0.05
S 10- 01 0.02 0.05
= +0.05 +0.07 +0.1
0 55
A hE
o) © ‘g
€ 5- 006 -003 005
(&) +0.05 +0.04 +0.04
25- 0 -0.07  0.01
+0.05 +0.05 +0.05
0.01 0.05 0.25

Concentration [uM]
PD

-0.05
+0.03

-0.03
+0.03

-0.05
+0.05

—-0.04
+0.04

-0.06
+0.03

-0.02

+0.06

0.01
+0.03

0.01
+0.06

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

I ]
1.25-1 0.19 0.17 0.15 0.13
+0.04 +0.04 +0.03 +0.03
More anatgonistic
—_ l 0.40
%_ 0.25- 0.16 0.14 0.13 0.12
= +0.05 +0.06 +0.06 +0.03
n 9 0.15
g B ® 0.00
m § -0.15
s 0.05- 0.01 -0.03 0.01 0
5] +0.04 +0.02 +0.04 +0.03 I -0.40
More synergistic
0.01- 0.01 0 0.01 -0.01
+0.05 +0.04 +0.04 +0.03
0.01 0.05 0.25 1.25

Concentration [uM]
PD

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

1.25- 0.14 0.14 0.19 0.18

+0.14 +0.1 +0.05 +0.06
More anatgonistic
S 025- 017 0.2 0.13 0.1 B
= +0.18 +0.08 +0.05 +0.04
n o 0.15
g B E 0.00
m § -0.15
s 0.05- 0.09 0.11 0.1 0.08
O +0.14 +0.11 +0.08 +0.06 I ~0.40
More synergistic
0.01- 0.09 0.2 0.1 0.02
+0.17 +0.06 +0.11 +0.05
0.01 0.05 0.25 1.25
Concentration [uM]
PD
SW-620
[
1.25- 0.15 0.15 0.16 0.13
+0.05 +0.04 +0.04 +0.05
More anatgonistic
S025- 016 012 015 0.3 I
= +0.1 +0.05 +0.05 +0.05
n o 0.15
g B E 0.00
m § -0.15
s 0.05- 0.04 -0.07 0.04 0
5] +0.05 +0.08 +0.04 +0.04 I -0.40
More synergistic
0.01- 0.02 -0.05 0.02 -0.03
+0.08 +0.02 +0.06 +0.06
0.01 0.05 0.25 1.25

Concentration [uM]



HCT-116
-04 -02 00 02 04

Bliss

HT-29
-04 -02 00 02 04

Bliss

SW-620
-04 -02 00 02 04

Bliss

HCT-116
20-  0.02 0.03
+0.06 +0.06
S 10- o0 0
— +0.06 +0.03
c
<8
o8
§
S 5- -005 -0.04
O +0.06 +0.05
25- -003 -0.05
+0.07 +0.04
0.01 0.05
HT-29
20- 001  -0.06
+0.26 +0.16
S 10- 004 0.03
= +0.21 +0.14
c
<8
o8
§
£ 5- 005 -002
O +£0.11 +0.1
25- 045  0.07
+0.12 +0.17
0.01 0.05
SW-620
20- 004  -01
+0.08 + 0.06
S 10- 001  -005
= +0.04 +0.03
c
<8
3%
3
S 5- 002  -006
O +0.03 +0.06
25- -001  -0.06
+0.05 +0.06
0.01 0.05

0.04
+0.04

0.01
+0.04

-0.01
+0.05

-0.01

+0.05

0.25

Concentration [uM]
PD

0.01
+0.05

0.05
+0.09

-0.01
+0.03

0.03

+0.11

0.25

Concentration [uM]
PD

-0.08
+0.03

—-0.05
+0.02

-0.03
+0.04

-0.01

+0.03

0.25

Concentration [uM]
PD

0.03
+0.02

-0.01
+0.03

-0.04
+0.03

-0.03

+0.03

0.03
+0.07

-0.02
+0.04

-0.03

+0.1

-0.17
+0.06

-0.12
+0.04

+ ]

+0.04

-0.09
+0.06

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

25- 0.02 0.03 0.03 0.01

+0.04 +0.04 +0.03 +0.02
More anatgonistic
—_— I 0.40
%_ 1.25- 0.02 0.04 0.03 0.01
= +0.03 +0.02 +0.02 +0.01
w < 9 0.15
g é E 0.00
2} S -0.15
()
§0.25- -0.08 -0.07 -0.05 -0.05
O +0.07 +0.03 +0.02 +0.04 l 040

More synergistic

0.05- -0.09 -0.08 -0.04 -0.05
+0.09 +0.05 +0.02 +0.01

0.01 0.05 0.25 1.25
Concentration [uM]
PD

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

E— E—
2.5- 0.03 0.03 -0.11 -0.1
+0.11 +0.1 +0.04 +0.04
More anatgonistic
$125- -001 -007 -0.07 -0.1 I°"‘°
= +0.14 £0.05 £0.04 £0.03
w < 9 0.15
g é E 0.00
m § -0.15
§025- -0.04 -0.03 -0.07 -0.09
o +0.12 +0.03 +0.05 +0.05 l 040

More synergistic

0.05- -0.07 -0.04 -0.05 -0.07
+0.15 +0.07 +0.05 +0.03

0.01 0.05 0.25 1.25
Concentration [uM]
PD

SW-620 SW-620
-04 -02 00 02 04

25- 013 0.04 0.04 0.01

+0.05 +£0.04 +0.05 +0.05
More anatgonistic
J— I 0.40
%_ 1.25- 0.11 0.08 0.09 0.04
= +0.05 +0.03 +0.02 +0.03
n < o 0.15
g é g 0.00
m § -0.15
§025- -0.01 -0.03 -0.01 —-0.06
o +0.05 +0.04 +0.03 +0.02 l 040
More synergistic
0.05- -0.06 —-0.09 -0.07 -0.1
+0.05 +0.04 +0.05 +0.04

0.01 0.05 0.25 1.25
Concentration [uM]




HCT-116
-04 -02 00 02 04

Bliss

HT-29

-0.4 -0.2 0.0 0.2 0.4

Bliss

SW-620

-0.4 -0.2 0.0 0.2 0.4

Bliss

HCT-116
5- 005  0.04
+0.07 +0.04
S 25- 0 -0.01
— +0.05 +0.03
c
4.2
&g
o
£125- -002 -0.02
O +0.04 +0.03
0.25- 001 -0.01
+0.03 +0.04
001  0.05
HT-29
5- 006 005
+0.1 +0.03
S 25- 009 0.04
= +0.18 +0.13
c
4.2
&g
3
£125- 005  0.03
O +0.16 +0.15
0.25- 004  -0.03
+0.17 +0.19
001  0.05
SW-620
5- 013 0.9
+0.05 +0.04
s 25- o011 0.04
= +0.03 +0.03
c
4.2
&g
3
£125- 009 004
O +0.04 +0.06
0.25- 007 004
+0.03 +0.05
001  0.05

0.04
+0.02

0.01
+0.02

0.01
+0.03

0.01

+0.03

0.25

Concentration [uM]
PD

-0.02
+0.05

-0.01
+0.04

0.03

+0.07

0.25

Concentration [uM]
PD

+

0.04

0.08
+0.04

0.08
+0.04

0.07
+0.03

0.25

Concentration [uM]
P

0.01
+0.02

-0.02
+0.03

-0.04
+0.05

-0.03
+0.03

0.09
+0.04

0.06
+0.01

0.06
+0.04

0.02

+0.05

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

E— E—
20- -0.03 -0.02 -0.03 0.05
+0.04 +0.07 +0.06 +0.02
More anatgonistic
S 10- 003 0.01 0.02 0.08 I°"‘°
= +0.09 +0.08 £0.06 £0.06
n > 5 0.15
R i ® 0.00
m § -0.15
£ 5- 0.01 0.03 0.08 0.07
o +0.16 +0.15 +0.06 +0.08 l 040

More synergistic

25- -0.06 0.02 0.09 0.04
+0.1 +0.11 +0.09 +0.07

0.01 0.05 0.25 1.25
Concentration [uM]
PI

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

20- -0.01 0.02 0.06 0.11

+0.07 +£0.11 £0.1 +0.04
More anatgonistic

—_— I 0.40

%_ 10- 0.07 0.04 0.08 0.12

= £0.07 +0.08 +£0.08 +£0.08
(72} % 0.15
g i ® 0.00
o} S -0.15

(8]

£ 5- 0.04 0.06 0.11 0.13

o +0.11 +0.1 +0.09 +0.1 l 040

More synergistic

25- 0.08 0.14 0.19 0.14
+013 +0.09 +0.04 +0.06

0.01 0.05 0.25 1.25
Concentration [uM]
PI

SW-620 SW-620
-04 -02 00 02 04

. — T
20- 0.02 0.04 0.04 0.15
+0.05 +0.06 +0.08 +0.1
More anatgonistic
S 10- 0 -0.03  0.06 0.11 I°"‘°
= +0.05 +0.04 +0.04 +0.06
» S .5 0.15
g i ® 0.00
a8)] § -0.15
£ 5- 0 -0.06 0.03 0.07
o +0.1 +0.07 +0.07 +0.06 l 040

More synergistic

25- -0.02 -0.02 0.01 0.03

+0.12 +0.1 +0.08 +0.1

0.01 0.05 0.25 1.25
Concentration [uM]
PI




HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4

I — T ——
125- 0 0.01 0 0
+0.03 +0.08 +0.05 +0.03

S025- 001 002 007 -005
E‘ +0.07 +0.11 +0.07 + 0.06

%))

K N

m g
£005- 0 0.06 -0.03 -0.03
(&) +0.12 +0.12 +0.13 +0.08

0.01- 0.02 0.07 0.06 0.06
+0.15 +0.2 +0.14 +0.09

0.01 0.05 0.25 1.25
Concentration [uM]
PI

HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4

I I
1.25-  0.04 001  -0.02 0
+0.08 +0.07 +0.07 +0.07
S025- 003 0.05 0.01 0.05
E‘ +0.14 +0.14 +0.12 +0.19
2 NE
o 5
£005- O 0.03  -0.05 0
Q +0.11 +0.11 +0.1 +0.05
0.01- 0.16 0.11 0.03 0.09
+0.12 +0.1 +0.08 +0.1
0.01 0.05 0.25 1.25
Concentration [uM]
PI
SW-620
I
1.25- -0.02 -0.01  0.05 0.09
+0.06 +0.05 +0.05 +0.02
S025- 0 -0.07 -0.01  0.11
E‘ +0.04 +0.03 +0.03 +0.04
2 NE
o 5
£005- 006 -001 -0.07 -001
Q +0.05 +0.16 +0.1 +0.08

0.01- 0.13 0.09 0.02 0.03

+0.11 +0.13 +0.08 +0.06

0.01 0.05 0.25 1.25
Concentration [uM]

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l 040

More synergistic



HCT-116
-04 -02 00 02 04

HT-29
-04 -02 00 02 04

Bliss

SW-620
-04 -02 00 02 04

Bliss

OLA
Concentration [uM]

OLA

Concentration [uM]

OLA
Concentration [uM]

HCT-116

20- 0.03 0.03 0.02

+0.05 +0.07 +0.05
10- 0.01 0.04 0.02
+0.07 +0.09 +0.09

5- 0 0 -0.02
+0.07 +0.09 +0.07

25- 0.02 0 -0.01
+0.09 +0.07 +0.07

0.01 0.05 0.25
Concentration [uM]
PI

HT-29
20~ 0.1 0.17 0.13
+0.09 +0.11 +0.14
10-  0.07 0.16 0.12
+0.04 +0.07 +0.12

5- 0.08 0.11 0.09
+013 +0.1 +0.08

25- 0.02 0.16 0.12
+011 +0.15 +0.09

0.01 0.05 0.25
Concentration [uM]
PI

SW-620
20~ 0 -0.02 0

+0.06 +0.14 +0.1

10-  0.02 -0.03 -0.03
+0.04 +0.09 +0.16

5- 0.06 -0.03 -0.01
+0.07 +0.1 +0.07
2.5~ 0 -0.03 0.03
+0.05 +0.09 +0.09

0.01 0.05 0.25
Concentration [uM]
PI

-0.03
+0.03

—-0.05
+0.06

-0.05
+0.08

0.02

+0.09

0.12
+0.17

0.08
+0.13

0.07
+0.05

0.12
+013

0.01
+0.11

0.02
+0.06

0.01
+0.06

0.04

+0.08

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic

More anatgonistic

N..

0.15
0.00

-0.15

l -040

More synergistic



Bliss

Bliss

Bliss

HCT-116
-02 00 02 04

OXA

OXA

OXA

HCT-116

2.5~

More anatgonistic

— 0.40
‘53 1.25- I
_5 0.15
E 0.00
% -0.15
£ 0.25- I
(@) -0.40
More synergistic
0.05- 0.12
+0.08 +0.08 +0.07
1 1 1 1
0.01 0.05 0.25 1.25
Concentration [uM]
Pl
HT-29
25- 0.08 0.03 0.05 0.1
+0.09 £0.1 +0.08 +£0.15
More anatgonistic
S125- 006 003 012 007 I e
= +0.09 +0.09 +0.1 +0.07
_5 0.15
E 0.00
§ -0.15
$025- 014 0.18 0.1 0.12 I
O +0.14 +£0.1 +£0.17 +0.08 ~0.40
More synergistic
0.05- 0.07 0.09 0.09
+0.23 +0.18 +0.1
1 1 1 1
0.01 0.05 0.25 1.25
Concentration [uM]
Pl
SW-620
25-
More anatgonistic
— 0.40
‘53 1.25- I
_5 0.15
E 0.00
% -0.15
£ 0.25- I
(@) -0.40

More synergistic

0.05- 0.04

+0.07 +0.11 +0.07

1 1
0.01 0.05 0.25 1.25
Concentration [uM]
Pl



HCT-116 HCT-116
-04 -0.2 0.0 0.2 0.4
I I
5- -0.01 0.09 0.09 0.06
£0.1 +0.06 +0.06 +0.05
More anatgonistic
S 25- -0.09 0 0 0.05 I
= +0.08 +0.09 +0.09 +0.08
n 4 o 0.15
g E E 0.00
m § -0.15
s 125- -0.07 -0.02 -0.03 0.09
o +0.06 +0.12 +0.16 +0.09 I 040
More synergistic
0.25- -0.02 0 0.06 0.17
+£0.08 +0.07 +£0.09 +£0.07
0.01 0.05 0.25 1.25
Concentration [uM]
Pl
HT-29
-04
I I
5- 0.04 0.13 0.06 0.16
+0.08 +0.06 +0.09 +0.05
More anatgonistic
J— I 0.40
%_ 25- 0.08 0.24 0.17 0.11
= +0.1 +0.14 +0.06 +0.09
n 4 o 0.15
g E E 0.00
m § -0.15
s 125- 0.05 0.13 0.1 0.07
O +0.15 +02 +0.12 +0.14 I ~0.40
More synergistic
0.25- 0.16 0.09 0.12 0.13
+£0.23 +£0.17 +£0.19 £0.2
0.01 0.05 0.25 1.25
Concentration [uM]
Pl
SW-620 SW-620
-04
I I
5- -0.03 -0.03 0.05 0.14
+0.08 +£0.1 +0.07 +0.07
More anatgonistic
J— I 0.40
%_ 25- 0 -0.01 0.05 0.15
= +0.05 +0.03 +0.04 +0.03
n 4 o 0.15
g E E 0.00
m § -0.15
s 125- -0.01 -0.01 0.04 0.15
O +0.04 +0.08 +0.06 +0.08 I ~0.40
More synergistic
0.25- -0.03 -0.03 0.04 0.18
+£0.08 +£0.12 +£0.07 £0.1
0.01 0.05 0.25 1.25

Concentration [uM]
PI



HCT-116 HCT-116
-0.4 -0.2 0.0 0.2 0.4
I — T ——
125- -003 -003  -0.02
+0.02 +0.05 +0.03
S025- -003 001 0
E‘ +0.05 +0.04 +0.02
0 s
2 £E
= 3
£005- -005 -003 -0.04
(&) +0.04 +0.06 +0.04
001- -0.02 -0.02  0.03
+0.07 +0.03 +0.04
001 005  0.25
Concentration [uM]
Pl
HT-29 HT=29
-0.4 -0.2 0.0 0.2 0.4
I — T ——
125- 0 006  0.05
+0.06 +0.05 +0.07
$025- -002 -001  0.02
E‘ +0.08 +0.07 +0.05
0 s
2 £E
= 3
€005- -002 -002 003
(&) +0.07 +0.1 +0.07
001- -0.05 002 005
+0.16 +0.13 +0.13
001 005  0.25
Concentration [uM]
Pl
SW-620
I —
125- -004 -0.02 0.1
+0.03 +0.07 +0.06
S025- 001 0 0.03
E‘ +0.01 +0.06 +0.04
0 s
2 £E
= 3
£005- -004 -003 003
(&) +0.05 +0.05 +0.05
001- 0 -0.03  0.04
+0.05 +0.04 +0.02
001 005  0.25

Concentration [uM]

-0.03
+0.03
More anatgonistic
I 0.40
-0.03
+0.02
0.15
0.00
-0.15
-0.03
£0.02 l 040
More synergistic
0.01
£0.02
1
1.25
0.04
+0.1
More anatgonistic
I 0.40
-0.02
+0.08
0.15
0.00
-0.15
0.02
+0.14 l 040
More synergistic
0.06
+0.21
1
1.25
0.06
+0.05

More anatgonistic

0 l I 0.40

+0.04
0.15

0.00

-0.15

1
0.07 l 040

More synergistic

+

0.13
+0.03



