Acetyl-CoA fuels lipid storage to support triple negative breast cancer chemoresistance via ATP Citrate Lyase
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ACLY ablation may promote lipid
uptake and ferroptosis

Introduction Lipid droplet accumulation in residual TNBC cells may support persister state and prevent lipotoxicity
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A) PCA diagram of lipid profiles of SUM159 cells treated with chemotherapy and a volcano plot depicting the top differentially expressed lipid species in carboplatin vs vehicle cells. B) Tumor growth plot of PIMO01P
treated with AC, CRB, DTX, or CRB+DTX, plus lipidomic assessment of the residual tumors vs the untreated tumor. C) Lipidtox experiments in SUM159 cells treated with chemotherapy. Representative images of the
vehicle and doxorubicin cells are depicted, as well as a quantification of LDs/Cell. D) Tumor plot of the PDX HCI-010 treated with CRB, DTX, or the combination. TEM images from each tumor was analyzed fo
accumulation of LDs.
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Ablation of ACLY reduces AcCoA, LD accumulation, and enhances chemosensitivity in residual TNBC cells
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Summary and Future Directions
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AcCoA accumulation in 231 cells treated with DXR and DXR+BMS. G) Long term regrowth assay of MDA-MB-231 cells treated with chemotherapy and multiple doses of BMS. Representative images of the cells at the final regrowth day are] § Foundation

depicted for chemotherapy alone or in combination with BMS. Diagrams made in BioRender.com

the cytoplasm.

Fig A (PMID: 36813854)
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