Supplementary tables

Table S1. Effect of 5-FU on CRC cell lines (average % reduction in cell viability (+SD)). These
are the data plotted in manuscript Figure 1.

1(1:;1: Days 313[ 1uM | 2pM | 4pM | 8uM :1\6/[ :13/1 1161[\1’1
. |62 [6% [1514 [1608 [2062 [2420 |2732 [29.14
2.74) | (2.28) | (+6.42) | *1.29) | (x4.40) | (*1.35) | (+0.78) | (+3.11)
oL | o | 487 1302 [2346 [3596 [4585 [53.13 [57.06 | 5939
(#1.62) | 1.70) | (:242) | (2.42) | (:245) | (x2.43) | (+2.68) | (3.30)
o 527 [1521 2794 4321 [5538 [ 6528 | 6982 | 7069
(+1.91) | (¢3.83) | (+3.44) | 4.26) | (3.09) | (2.39) | (+2.96) | (x2.22)
L |43 |13 [s01 [544 408 1243 | 1091 | 1652
(+5.17) | (+8.06) | (+9.38) | (+6.36) | (£10.50) | (+8.69) | (+7.40) | (:8.12)
LeaN | 2 | 252 [507 [1461 [2439 [3509 [4517 [4957 [5171
(0.35) | (+4.48) | (+3.72) | (+2.80) | (+3.69) | (x4.48) | (+3.87) | (+5.49)
, |48¢ [1770 2065 [4561 [57.20 [ 6652 | 6965 | 719
#157) | 2.22) | 2.73) | 2.49) | (+1.79) | («1.85) | (20.76) | (+1.08)
. | 183|468 [754 (1359|1991 [2660 | 2811 | 3032
(2.42) | (22.62) | (+3.14) | 3.22) | (=2.16) | x2.90) | (+2.36) | (x2.84)
vers | o 1577 [ 1067 [2036 [3230 [4524 | 5431 | 6087 | 6485
2.17) | 2.18) | (+0.67) | 2.29) | +337) | 2.42) | (+2.87) | (x2.21)
, |31 902 [2289 [4205 [5845 [e655 |7144 | 7411
(£1.05) | 3.31) | #3.02) | 3.14) | +1.93) | x1.29) | (¢1.37) | (1.62)
L |26 [722 [1146 [1968 [2376 [2882 [3125 |3200
(+2.48) | (21.55) | (+0.67) | +1.42) | (x0.80) | (x1.00) | (+1.83) | (+1.63)
Lss13 | o | 2380 |3675 [4498 [5019 |53.68 [56.15 | 5828 | 6061
(2.46) | (+2.86) | (+2.93) | x2.89) | (x222) | (x2.32) | (+1.99) | (+2.64)
, | 4584 6225 [6765 [6549 [68.06 |70.08 | 7168 7337
(+2.66) | (+1.56) | (+2.38) | 2.50) | +2.02) | *1.91) | (¢1.62) | (+1.77)
0.0156 | 0.0313 | 0.0625 | 0.125 | 0.25 0.5
uM  |pM | uM | M uM um | 1EM | 2pM
Les1s 5 |70 (o021 (443 1581 [3213 [4905 | 6328 | 6985
(+0.69) | (20.89) | (+127) | 1.92) | (+331) | 2.02) | (+1.85) | (+1.45)

Table S2. Effect of OmeGo on CRC cell lines (average % reduction in cell viability (+SD)).
These are the data plotted in manuscript Figure 2.

Cell Days 62,5 125 250 500 750 UM 1000 1250 1500
line uM uM uM uM uM uM puM
1 3.66 7.49 20.10 | 49.34 61.05 65.02 | 65.06 | 64.16
(+6.06) | (#3.59) | (#5.73) | (#3.19) | (¢¥1.52) | (£1.50) | (+3.89) | (+1.41)
DLD-1 ’ -2.00 4.70 25.59 | 65.31 80.96 86.81 | 86.38 | 87.23
(#5.20) | (#6.33) | (+8.32) | (¥4.01) | (#3.72) | (20.97) | (1.41) | (x1.44)
3 -2.75 -1.17 13.85 | 61.05 86.63 92.34 | 9455 | 93.88
(¥2.70) | (¥2.57) | (#7.05) | (#11.15) | (#7.59) | (¥5.72) | (¥3.79) | (¢3.35)
1 8.37 8.64 16.34 | 21.50 24.06 2491 | 25.60 | 22.87
(+4.52) | (#3.67) | (2.96) | (+3.10) | (x1.45) | (¥2.36) | (+3.38) | (¢3.19)
LS41IN » 4.82 6.85 9.59 16.82 20.89 23.44 | 2625 | 26.18
(#3.99) | (#£3.79) | (+4.96) | (#5.91) | (#5.90) | (¥7.14) | (7.38) | (¢8.95)
3 1.88 5.09 7.74 12.11 15.90 19.01 | 20.71 | 20.47
(#1.96) | (¥1.96) | (x1.91) | (¥2.23) | (#3.15) | (¥2.71) | (+4.87) | (+3.48)




1 1.67 1.15 0.62 6.12 11.21 11.78 12.86 | 14.02
(#3.03) | (£1.23) | (£3.56) | (+3.15) | (+4.55) | (+4.74) | (+4.40) | (+3.83)

HCT-8 5 -3.39 -5.21 -2.28 5.23 13.52 2135 | 23.67 | 2434
(£2.02) | (£3.59) | (6.18) | (8.26) | (¢8.35) | (£7.55) | (£8.69) | (£7.66)

3 -1.02 -1.25 0.08 2.32 6.58 11.18 12.73 13.42
(#0.67) | (£0.54) | (x1.51) | (x1.44) | (x1.41) | (x4.41) | (¥3.27) | (¥2.22)

1 9.33 10.10 | 13.86 | 21.41 25.82 29.79 | 3413 | 35.67
(£1.74) | (£1.56) | (£1.18) | (x1.09) | (¥2.02) | (+2.68) | (+1.02) | (+1.25)

LS513 » 1.95 2.72 9.32 24.96 40.58 51.32 | 56.55 | 61.44
(£3.20) | (£3.21) | (£7.53) | (+8.82) | (¥8.53) | (£7.54) | (£5.97) | (£5.41)

3 -2.17 -2.04 4.79 25.99 42.60 53.55 | 62.66 | 68.97
(£0.72) | (£2.72) | (+4.04) | (£5.55) | (¢6.44) | (£6.42) | (£5.56) | (+2.95)

Table S3. Effect of combinatory treatment with OmeGo and 5-FU (3 days) on CRC cell lines
(average % reduction in cell viability (+SD)). Numbers are based on raw data - blanc. These
are the data plotted in manuscript Figure 3.

Cell Treatment 5-FU | OmeGo | OmeGo | OmeGo
line only 300 500 700
1240 | 3322 | 49.97
I
OmeGo only *559) | (29.39) | (+12.03)
2052 | 3577 | 5248 | 66.95
LD [ (550 L1720 a5 | cez)
FU24pM | 0 ' ; ;
SFU24M | 400y | #6.05) | 2696) | (26.36)
4802 | 60.84 | 7080 | 79.12
FU4.
STULSIM 4 40) | @a15) | #5.82) | (+3.86)
11.02 | 1455 | 17.25
OmeGo only *4.84) | (£6.19) | (+6.34)
23.07 | 3756 | 39.01 | 39.90
5-FU 1.2 uM
LS411N Y (4159) | 22.99) | #3.07) | (+3.92)
SEUsauM | 3961|4842 [5113 | 5240
SHYl @155) | @246) | (3.09) | (+2.83)
5072 | 60.63 | 62.67 | 6336
FU4.
STUASIM | 100) | 12200 | #259) | (5278
225 | 0.64 0.69
OmeGo only *153) | (£2.62) | (+1.79)
1452 | 1042 | 1530 | 16.43
5-FU 1.2 uM
HOT.8 HYU 1 (@8.52) | (+12.60) | (#3.47) | (x4.48)
SEUsauy | 3134|2789 [ 3116 | 3554
SHVE L (i444) | (2475) | +673) | (7.51)
4887 | 4678 | 4984 | 4945
FU4.
SFUABMIM | 577y | w6.55) | 26.09) | (26.90)
1266 | 2888 | 4047
OmeGo onl
meboonly (£7.60) | (+1629) | (x18.63)
5FU0.125 |7.09 |21.01 |3882 | 4810
Lss13 uM (*1.29) | +6.95) | (11.78) | (+13.91)
5FU0250 | 2224 | 3577 | 4573 | 57.87
uM *1.74) | (£3.06) | (*4.30) | (9.62)
5FU0500 | 4012 | 49.65 | 5632 | 63.75
uM (+1.86) | (x4.49) | (3.66) | (+5.76)




Table S4. Estimated effect of combinatory treatments of 5-FU and OmeGo in indicated
concentrations. Values estimated by fitting the data to a linear model.

Cell Treatment OmeGo | OmeGo | OmeGo
line 300 500 700
5-FU12uM | 36.49 47.97 59.44
DLD-1 5-FU2.4 uM | 45.92 56.54 67.15
5-FU4.8 uM | 64.79 73.67 82.56
5-FU12uM | 29.31 32.49 35.67
5-FU24uM | 39.63 43.53 47.43
5-FU4.8 uM | 60.27 65.61 70.95
5-FU 1.2 uM 14.80 14.92 15.05
HCT-8 5-FU24 uM | 26.83 27.13 27.42
5-FU4.8 uM | 50.90 51.54 52.17

5-FU 0.125 25.47 36.53 47.58

LS411N

uM

LS513 5-FU 0.250 34.24 43.77 53.30
uM

5-FU 0.500 51.78 58.26 64.74
uM

Table S5. Concentration of DHA and EPA (uM) corresponding to OmeGo doses (ug/ml)
used for combinatory treatment with 5-FU.

OmeGo pg/ml
Fatty acid 300 500 700
EPA (uM) 28.6 47.6 66.6
DHA (uM) 37.2 62.0 86.8
Sum n-3
(uM) 65.8 109.6 153.4




Table S6. Effect of combinatory treatment with DHA+EPA and 5-FU (3 days) on CRC cell
lines (average % reduction in cell viability (+SD)). Numbers are based on raw data - blanc.
These are the data plotted in manuscript Figure 4.

Cell 5-FU | DHA+EPA | DHA+EPA | DHA+EPA
. Treatment
line only 300 500 700
DHA+EPA -4.60 58.59 98.38
only (+2.53) (+25.61) (+1.28)
20.39 11.17 64.27 97.82
DLDA SFUL2MM | 563) | (#5.17) (£22.67) (+2.49)
5-FU 2.4 M 35.90 27.75 69.89 98.20
(+4.59) | (+4.74) (+20.69) (+1.33)
49.89 45.04 73.96 98.56
SEUASIM | 5y | (45.64) (+15.89) (+0.98)
DHA+EPA 7.66 (+6.59) | 40.35 88.32
only (+8.70) (+8.85)
22.15 31.71 48.92 86.73
LSA11N SFUL2MM | 1 60) | (23.95) (£5.75) (+10.49)
5-FU 2.4 M 34.82 40.35 52.38 84.60
(+3.24) | (x1.89) (+3.94) (+9.59)
49.44 52.11 59.12 88.47
SEUASIM | o6y | (13.24) (+4.54) (+7.53)
DHA+EPA -11.62 -8.26 76.41
only (+5.22) (+3.74) (+23.71)
14.72 -4.02 -0.34 74.75
HOT-8 SFUL2MM | 508) | 257 (+3.88) (+26.71)
5-FU 2.4 M 30.03 8.64 (+3.32) | 16.03 78.59
(+4.25) (+9.66) (+23.42)
49.22 29.48 30.12 83.47
SFUAB M | 508) | e5.72) (+9.22) (+19.11)
DHA+EPA -28.76 17.15 89.91
only (+2.11) (+17.35) (+7.81)
5-FU 0.125 8.93 -9.42 32.37 91.62
LS513 uM (+2.22) | (x2.14) (+14.36) (+5.90)
5-FU 0.250 25.23 14.87 46.34 92.09
uM (+2.32) | (23.23) (+11.34) (+7.01)
5-FU 0.500 41.64 37.57 56.12 93.22
uM (+3.80) | (+7.29) (+8.05) (+4.54)

Table S7. Estimated effect of combinatory treatments of 5-FU and DHA+EPA in indicated
concentrations (for DHA+EPA the OmeGo correlated concentrations were used). Values
estimated by fitting the data to a linear model.

Cell Treatment DHA+EPA | DHA+EPA | DHA+EPA
line 300 500 700
5-FU 1.2 uM | 39.40 62.95 86.50
DLD-1 | 5-FU24 uM | 48.29 67.81 87.33
5-FU4.8 uM | 66.08 77.53 88.98
5-FU1.2uM | 38.66 56.50 74.34
LS411N 5-FU24 uM | 46.51 60.99 75.47
5-FU4.8 uM | 62.20 69.96 77.72
5-FU12uM | 17.83 32.22 46.61
HCT-8 5-FU24 uM | 28.84 39.55 50.27
5-FU4.8 uM | 50.85 54.22 57.59




5-FU 0.125 20.90 44.68 68.45
uM

LS513 5-FU 0.250 33.26 51.70 72.15
uM

5-FU 0.500 57.97 68.76 79.55
uM
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Figure S1. Combination results from 5-FU and OmeGo treatment of DLD-1 and LS513 cells.
For each cell line, the corresponding drug combination linear model was used to create
OmeGo and 5-FU combination values for selected effective doses. Values are computed
Chou-Talalay combination indices for selected drug combination values.
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Figure S2. Combination results from 5-FU and DHA+EPA treatment of DLD-1, LS411N,
HCT-8, and LS513 cells. See Figure S1 for details.



