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Supplementary Figure S1
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Figure S1. ER+/HER2- MCF7 cells recapitulate the metabolic behaviour of the

ER+/HER2- breast cancer cells. (A) Total protein lysates from PDS, PDS+3 days PD and
PDR were subjected to Western blot analysis as indicated. (B) No significant reduction in cell
survival between PDS and PDR derived cells was observed by cell counting within the 5-day
time range. Significant differences were observed between PDS and PDS treated with PD.
Data represent means + SEMs. Two-way ANOVA; Bonferroni corrected. (C) PDS (either in
presence or absence of 1uM palbociclib, PD) and PDR cells were subjected to Seahorse
XFe96 Glycolytic Rate analysis. PD treated PDS and PDR cells showed reduced basal and
compensatory glycolysis when compared to untreated PDS. (D) Impairment of glycolysis (e.qg.
2-DG, glucose deprivation and galactose containing medium) increased palbociclib
antiproliferative effect in MCF7 PDS while had minimum effects in PDR counterpart. One-way
ANOVA,; Dunnett’s corrected; ** P < 0.01; *** P < 0.001; **** P < 0.0001.
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Figure S2. PDR cells are re-sensitised to palbociclib when glycolysis is targeted.

(A) Impairment of glycolysis using 2-DG has stronger anti-survival effects in HER2+/ER+ cells
(red shades) while has no effects on the HER2-/ER+ cells. One-way ANOVA; Dunnett’'s
corrected; *** P < 0.0001.
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Figure S3. Targeting glycolysis alone or in combination with PD in ER+/HER2+ PDS
cells has no major impact when compared to palbociclib alone.

(A) Impairment of glycolysis (using 2-DG, glucose deprivation or galactose-containing
medium) has no stronger anti-survival effects when compared to vehicle-treated PDS cells.
One-way ANOVA,; Dunnett’s corrected.
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Figure S4. Commonly deregulated metabolites between the different PDR cell lines.
Metabolites (either identified or left as retention time and m/z value — see Table S1 for details)
were subjected to Venn diagram analysis (https://bioinfogp.cnb.csic.es/tools/venny/) to
highlight potential commonly altered metabolites between the different cell lines, when PDR.
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Supplementary Figure S5
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Figure S5. Aerobic glycolysis is enhanced in ER+/HER2+ and reduced in ER+/HER2-
PDR cells when compared to PDS cells.

(A) Lactate to pyruvate ratio, as an indicator of fermentation propensity of the cell lines
analyzed, showed that ER+/HER2- PDR cells are less reliant on aerobic glycolysis when
compared to ER+/HER2+ PDR cells (both relative to the PDS counterparts).
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Figure S6. TCA intermediates are enhanced in ER+/HER2- and reduced in ER+/HER2+
PDR cells when compared to PDS cells.

(A) Intracellular relative abundance of the TCA cycle intermediates citrate, succinate,
fumarate and malate as indication of oxidative phosphorylation reliance of the cell lines
analyzed. Student t-test, ; * P < 0.05, ** P < 0.01; *** P < 0.001; **** P < 0.0001



