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4=  Platinum chemotherapy is of capital importance for cancer therapy. Still, many tumors circumvent the multitarget antineoplastic effect of [ LC-MS/MS analysis
8 platinum drugs by increasing drug efflux, DNA damage repair rates, drug detoxification mechanisms, and suppressing apoptotic stimuli. E FIA-MS/MS analysis
o Allthese processes are necessarily associated to a significant reprogramming of metabolic pathways that enables an increased synthesis
4;’ of nucleotides for DNA damage repair, alters active transport and redox balance, or nurtures the synthesis of drug-metabolizing and S
antioxidant machinery.
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< For this, in this work, we aimed to investigate the metabolic reprogramming that arises in metastatic solid tumors as a response to long
term treatment with platinum compounds. We generated multiplatinum resistant CRPC and CRC models along with their age-matched .
controls, allowing us to uncouple the effects of aging from acquired platinum resistance, and revealing the metabolic alterations that can « Cellsinculture  mmp Extracellular fluxanalysis
be genuinely ascribed to each variable. Even if our CRPC and CRC models are in origin radically opposed in metabolic terms, we . !";‘f;a‘iU“WW‘h = Intracellular ROS
attempted to match the metabolic profiling performed for each of them, seeking to unveil a common metabolic signature of platinum inhibitors
resistance across radically different types of metastatic tumors.
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« Cell aging and multiplatinum resistance are two encompassed phenomena that give rise to metabolic adaptations
that can be independently ascribed to one or the other.

* Metastatic solid tumors with originally opposed metabolic profiles can lead to different metabolic adaptations as
they acquire platinum resistance.

« CRPC, mainly glycolytic, does not undergo a substantial metabolic reprogramming as platinum resistance is
acquired. On the contrary, largely oxidative CRC undergoes a shift to a more glycolytic metabolic profile.

« Our results point out that a predominantly glycolytic metabolism aids the acquisition of platinum resistance.
However, in cancer types in which the parental phenotype is already essentially glycolytic (e.g. CRPC), platinum
resistance is acquired to a similar extent with fewer metabolic alterations.
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