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Supplementary Figure 1: Densitometric analysis to calculate the ratio of phosphorylated to total proteins, ERK1/2, JNK, P38, and STATS3.
The relative levels of protein expression were normalized to B-actin used as an internal control. The above data represent the means = SD
from at least three independent experiments. #P < 0.05 versus control; *P < 0.05 versus LCA.



180 - " m Control

0O LCA 30min
s %] Met-LCA 30min
g 1407 i mLCA 1h
8= 1201 ¥ @ Met-LCA 1h
[ r _
£%E 100 1 o x+  @LCA2h
‘3 S 80- . 5 Met-LCA 2h
o
® 60 - #
2
® 40 ~
(]
12 20 -
0 h 1
P65 nucleus P65 Cytoplasm IkBa Cytoplasm

Supplementary Figure 2: Densitometric analysis to calculate the level of P65 and IkBa proteins in nucleus and cytoplasm fractions. The
relative levels of P65 protein in nucleus were normalized to TBP, and cytoplasmic P65 and IkBa proteins were normalized to B-actin. The
above data represent the means = SD from at least three independent experiments. #P < 0.05 versus control; *P < 0.05 versus LCA.
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Supplementary Figure 3: Efficiency of specific chemical inhibitors of MAPK-ERK1/2 (PD), MAPK-P38 (SB), and MAPK-JNK
(JNKi) signaling

HCT116 cells were pretreated with PD, SB, JNKi for 1 hour and then treated with LCA for 1h with PD-pretreated cells and 2h with SB
or JNKi-pretreated cells. The cells were then harvested, extracted protein and checked the level of phosphorylated Erk1/2, P38, and

JNK proteins.
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Supplementary Figure 4: HCT116 cells were pretreated with DPI 30uM or NAC 1mM for 1h. The cell were then treated with LCA
for 1h, 2h and 4h, and then harvested, extracted for protein to check phosphorated protein levels of Erk1/2, and STATS3.
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Supplementary Figure 5: TBP and B-actin protein level in cytoplasmic and nuclear fraction

HCT116 cells after harvested were fractionated to divide cytoplasmic and nuclear proteins. 10pug protein of each fraction
was resolved on 12% SDS-polyacrylamide gel to check protein level of TBP and B-actin.
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Supplementary Figure 6: CMs derived from metformin-treated HCT116 cells inhibit tube like formation of endothelial
ECV304 endothelial cells

HCT116 cells were treated with metformin at 5-20mM for 24 hours and then the conditioned media was collected for tuble like
formation assay. ECV304 cells were seeded on the top of matrigel pre-coated in 96 well plates, cultured for 4 hours, and then
the CMs were added to the wells. The plate was incubated at 37°C and checked the formation of the capillary like tube using a
Nikon microscope at 4xmagnification. Scale bar, 500uM.



*Nodes, identified as pixels that had at least 3 neighbour, corresponding as bifurcation (3)
«Junction are points linking at least three of segments and branches (1, 3, 5, 6).

Junctions are composed by several nodes

*Segments: elements delimited by two junctions (2)

*Branches: elements delimited by a junction and one extremity (4)

Supplementary Figure 7: Analysis of tube network by ImageJ software

(http://image.bio.methods.free.fr/Imagel/? Angiogenesis-Analyzer-for-ImageJ&lang=en&artpage=3-6#outil_sommaire 3)
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Supplementary Figure 8: Tube like formation images of ECV304 endothelial cells cultured in different conditioned media at 10x
magnification. Scale bar, 500uM.
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Full-length agarose gels presented in figure 1A and 1B in the article
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Full-length blots presented in figure 2A in the article
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Full-length blots presented in figure 2D in the article
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Full- length agarose gels presented in figure 3A in the article
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Full-length scans of the blots presented in figure 3D in the article
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Full- length agarose gels presented in figure 3E in the article
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Full-length agarose gels presented in figure 5C in the article



