Vinorelbine Trametinib Combination curves Difference from bliss

Vinorelbine
2 1.00 I 1.00 z 99 85 8 75 7 65 6 55 5
L e w e w 99
© T o075 T A - T 0.75 [ H 115
s 5 s 8 1
N - X £ 050 ¥ £ o
O 5 o c . c E
3 g0 S 025 s 3 .10
s [ s Logd s £ 95
 0.00 - i 0.00 | ™ 9
0.25 -0.25 -0.25 85
-8 -7 -6 -5 -1 -10 -9 -8 -8 -7 -6 -5 8
Log Concentration Log Concentration Log Concentration
© Mean+SD WFit © Mean+SD W Fit =59 W15 W11 @105 @10 H95 @-9 W85 W5 015 I o5 |
Vinorelbine Trametinib Combination curves Difference from bliss
1.25 1.25 1.25 Vinorelbine
E 1.00 E 1.00 E 99 95 9 85 8 75 -7 65 6
w w v 99
O T 075 T 075 3 e
S 8 B s 1
© £ o050 L5 E 050 | 8 i
< s s kS S £ 408
o 2025 2 0.25 P 8 g 10
Q o Q Q ©
® o ® ! sy ® S 95
50,00 | ereerrmeemennneet b & 0.00 |t Fooenedeeet s £ :
0.25 0.25 -0.25 85
-9 -8 -7 -6 -11 -10 -9 -8 -9 -8 -7 -6 8
Log Concentration Log Concentration Log Concentration
@ Mean+SD W Fit @ Mean+SD WFit (W59 W-115 W11 @105 @10 B95 -9 W85 W5 015 I 015 |
inorelbine Trametinib Combination curves Difference from bliss
1.25 1.25 1.25 Vinorelbine
< 1.00 T 1.00 I 99 85 8 75 -7 65 6 55 5
L L e 99
- T3 o075 £ T 0.75 o 95
<t ° k3] e fueees i ..... r) °
N~ £ 050 et £ 050 o t & e
(‘/_) c e £ i £ £ %8
2 025 = S 0.25 * 2 ]
3 3 - Sl g £
S [ r d £ 78
£ 0.00 | 4.0 £ 0.00 £ ;
0.25 0.25 -0.25 65
-8 -7 -6 -5 -9 -8 -7 -6 -8 -7 -6 -5 5
Log Concentration Log Concentration Log Concentration
© Mean+SD WFit @ Mean+SD WFit (M99 W95 M9 B85 08 075 m7 W65 W5 -015 I 015

Supplementary Figure 6: HTS identified vinorelbine as synergistic with the MEK inhibitor
trametinib in KRAS-mutant CRC 3D spheroids.

HTS using HCT116, SW620 and LS174T 3D spheroids. Left three panels: 3D spheroid growth
curves for the probe drug vinorelbine and anchor drug trametinib as single agents and in
combinations at the indicated concentrations based on CellTiter Glo assays. Right panel: heat maps

showing drug synergy as measured by difference from Bliss. Green areas represent difference from
Bliss >0, indicating synergy.



