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Metabolite profiling stratifies pancreatic ductal adenocarcinomas into subtypes with
distinct sensitivities to metabolic inhibitors.
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Cancer metabolism
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=Altered tumor metabolism is now a generally regarded hallmark of cancer.

*The detailed mechanisms remain to be fully elucidated, 2
due to their charasteristic features of complexity, diversity and adaptability.




Conclusion

(D Metabolic characterization reveals a slow proliferating, glycolytic, and lipogenic subtype.
@ Differences between glycolytic and lipogenic subtypes are sensitivity to metabolic inhibitors.
(@ PDAC is split into epithelial and mesenchymal subtype, which can be applicable to other cancer types.
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Metabolic characterization reveals a slow proliferating,
glycolytic, and lipogenic subtype
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Fig 1A :Distinct metabolic subtypes in PDAC
through metabolite profiling.

Fig S1D:Doubling time for all cell lines
grouped by subtype.




Intracellular levels for metabolites

Fig 1C
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Fig 1C:Intracellular levels for metabolites involved in glycolysis, ppp and redox. 5
Fig 1D:Intracellular levels for metabolites involved in lipid synthesis.
Expression levels for metabolic genes
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Fig 1E:Detailed metabolite map.
Fig S1K:Expression levels of metabolic genes involved in glycolysis.. 6

Fig 1F:Expression levels of metabolic genes involved in lipid synthesis.




and glutamine in a different manner

Glycolytic and lipogenic subtypes use glucose
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Fig 2A:Glucose oxidation to the TCA metabolites determined by M2 labeling from [U-*3Cg] glucose.

Fig 2B:Glutamine metabolism to the TCA metabolites determined by M5 labeling 7
from [U-13C;] glutamine.
Glycolytic and lipogenic subtypes use glucose
and glutamine in a different manner
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Fig 2C:The incorporation of 14C glucose into lipids was determined by scintillation counting.
Fig 2D:Comparison of oxygen consumption rates.
Fig 2E:Comparison of relative mitochondria number and potential/fitness.
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Glycolytic and lipogenic cell lines show distinct sensitivity
to various metabolic inhibitors
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Fig 3A:Comparison of IC;, values to various metabolic inhibitors.
Fig 3B:Comparison of 1C, values to various ROS-inducing agents.

Glycolytic and lipogenic cell lines show distinct sensitivity
to metabolic inhibition in vivo

Fig 3E
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Fig 3E: Effect of LDHA knockdown on tumor growth in glycolytic subtype.
Fig S2E: Effect of LDHA knockdown on tumor growth in lipogenic subtype.
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Glycolytic and lipogenic subtypes are associate with
known subtypes of PDAC
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Fig 4A: Epithelial/mesenchymal score for the glycolytic and lipogenic cell lines. 1

High expression of EMT or Vim associates with
sensitivity to glycolytic inhibitors.
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Fig 4D:High expression of a pan-cancer EMT signature associates with sensitivity to oxamate, BPTES and BSO.
Fig 4E:High expression of mesenchymal marker vimentin associates with sensitivity to oxamate, BPTES and BSO.
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Conclusion
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@ Metabolic characterization reveals a slow proliferating, glycolytic, and lipogenic subtype.
@ Differences between glycolytic and lipogenic subtypes are sensitivity to metabolic inhibitors.
@ PDAC is split into epithelial and mesenchymal subtype, which can be applicable to other cancer types.

13




