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Abstract

Succinate is known to act as an inflammatory signal in classically activated macrophages
through stabilization of HIF-1a leading to IL-1B8 production. Relevant to this, hypoxia is
known to drive succinate accumulation and release into the extracellular milieu. The
metabolic alterations associated with succinate release during inflammation and under
hypoxia are poorly understood. Data are presented showing that Mycoplasma
arginini/infection of VM-M3 cancer cells enhances the Warburg effect associated with
succinate production in mitochondria and eventual release into the extracellular milieu.
We investigated how succinate production and release was related to the changes of other
soluble metabolites, including itaconate and 2-HG. Furthermore, we found that hypoxia
alone could induce succinate release from the VM-M3 cells and that this could occur in the
absence of glucose-driven lactate production. Our results elucidate metabolic pathways
responsible for succinate accumulation and release in cancer cells, thus identifying
potential targets involved in both inflammation and hypoxia.
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