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Supplementary Figure 1. Metabolic differences between acute myeloid leukemia
cell lines grown in hypoxic and non-hypoxic environments.

Scores plot obtained from the principal component analysis of the 'H projected J-
resolved NMR datasets of KGla and K562 cells grown either in non-hypoxic (12
replicates per cell line) or in hypoxic (~1% oxygen environments; 6 replicates per
cell line) conditions.
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Supplementary Figure 2. Metabolic differences between acute myeloid leukemia
cell lines grown in hypoxic and non-hypoxic environments.

Schematic representation of the metabolic pathways showing the most relevant
metabolic changes induced by hypoxia and common to untreated KGla and K562
AML cell lines. Metabolites in green/red have significantly increased concentrations
in both KGla and K562 cell lines grown in a non-hypoxic/hypoxic environment;
metabolites in black are detected/identified in the NMR spectra but change
differently or non-significantly in the two cell lines; metabolites in grey were not
detected in the NMR spectra.
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Supplementary Figure 3. Metabolic differences between acute myeloid leukemia
cell lines grown in hypoxic and non-hypoxic environments.

Average concentrations of selected metabolites in untreated KGla and K562 AML
cells grown in non-hypoxic (average of 12 samples) or in hypoxic (average of 6
samples) conditions.

(Val, valine; Ile, isoleucine; Leu, leucine; Lac, lactate; Ala, alanine; Ace, acetate;
Pro, proline; UDP-GIcNAc, uridine-5’-diphospho-N-acetyl-glucosamine; Glu,
glutamate; GSH, glutathione; Gln, glutamine; Suc, succinate; a-KG, a-ketoglutarate;
Cit, citrate; Asp, aspartate; Fum, fumarate; PC, phosphocholine; *: p<0.01; **:
p<0.0001).
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Supplementary Figure 4. Metabolic differences induced by treatment with
indomethacin in acute myeloid leukemia cell lines grown under non-hypoxic or
hypoxic conditions.

Scores plot obtained from the principal component analysis of the 'H projected J-
resolved NMR datasets of untreated (green symbols) and indomethacin treated (red
symbols) KGla cells grown in a) non-hypoxic and b) hypoxic conditions and K562
cells grown in ¢) non-hypoxic and d) hypoxic conditions.
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Supplementary Figure 5. Metabolic differences induced by treatment with
indomethacin in acute myeloid leukemia cell lines grown in non-hypoxic conditions.
Schematic representation of the metabolic pathways showing the most relevant
metabolic changes induced by treatment with indomethacin and common to both
KGla and K562 cell lines grown under non-hypoxic conditions. Metabolites in
green/red have significantly increased/decreased concentrations in both KGla and
K562 cell lines treated with indomethacin and grown in a non-hypoxic environment;
metabolites in black are detected/identified in the NMR spectra but change
differently or not-significantly in the two cell lines; metabolites in grey were not
detected in the NMR spectra.



