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Supplementary Figure S1. DMF inhibits tube formation in HMECs. Representative pictures and quantification of tube formation on Matrigel in HMECs treated with different concentrations of DMF. Bar scales = 183.25 μm. Data are expressed as means ± SD. ****p<0.0001 versus untreated control.












[image: ]
Supplementary Figure S2. Effect of DMF on glucose uptake, lactate production, glutamine uptake and glutamate and ammonia production. (A) Glucose uptake and lactate secretion in cells treated with 100 µM DMF for 16 h or (B) 24 h in medium with 10 mM glucose and 4 mM glutamine. (C) Glutamine uptake and glutamate and ammonia secretion in cells treated with 100 µM DMF for 16 h or (D) 24 h in medium with 10 mM glucose and 4 mM glutamine. Data are expressed as means ± SD. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 versus untreated control.
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[bookmark: OLE_LINK4]Supplementary Figure S3. Effect of DMF on glucose uptake and glutamine oxidation in other endothelial cells, tumor cells and fibroblasts. (A) Glucose uptake and (B) glutamine oxidation after 30 minutes incubation with 5 mM glucose and 0.5 mM glutamine in different cell lines treated with 100 µM DMF for 16 h. Data are expressed as means ± SD. *p<0.05 versus untreated control.
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Supplementary Figure S4. Representative Western blot for HIF-1α in HMECs treated with 100 µM DMF for 24 h.
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Supplementary Figure S5. Heatmap of intracellular metabolite levels in HMECs treated or not with 100 µM DMF for 24 h. Data are expressed as fold from the control condition.
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Supplementary Figure S6. Effect of 100 µM DMF overnight incubation on serine and glycine synthesis pathway in HMECs. (A) Intracellular serine and (B) glycine levels in cells treated with 100 µM DMF for 16 h. (C) Fractional labeling of serine, (D) glycine and (E) 3-PG from [U-13C]-glucose and (F) intracellular 3-PG levels in cells treated with 100 µM DMF for 16 h. Data are expressed as means ± SD. **p<0.01, ***p<0.001, ****p<0.0001 versus untreated control.
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Supplementary Figure S7. Effect of 50 µM DMF for 24 h on serine and glycine synthesis pathway in HMECs. (A) Intracellular serine and (B) glycine levels in cells treated with 50 µM DMF for 24 h. (C) Fractional labeling of serine, (D) glycine and (E) 3-PG from [U-13C]-glucose and (F) intracellular 3-PG levels in cells treated with 50 µM DMF for 24 h. Data are expressed as means ± SD. *p<0.05, **p<0.01, ***p<0.001 versus untreated control.
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Supplementary Figure S8. Effect of DMF on glucose uptake and lactate secretion in the absence of extracellular serine and glycine. (A) Glucose uptake and (B) lactate secretion in HMECs treated with 100 µM DMF for 24 h in medium with 10 mM glucose and 4 mM glutamine in the presence or absence of 0.4 mM extracellular serine and glycine. Data are expressed as means ± SD. **p<0.01, ***p<0.001 versus untreated control.
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