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Resolving Subcellular Metabolic Flux
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Introduction

1. Oxidative and Reductive TCA Metabolism Are Compartment Specific . :
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4. SDHB inhibition by Atpenin A5 treatment causes whole cell succinate

accumulation which is repressed by Complex | inhibition
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metabolically distinct regions within the cell allows for Pyruvate Fatty Acids 0. 0.
metabolic flexibility and the ability to respond to stress. Cytosol Pyraate T Mito  Cyto  WC
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hub of the cell, the mitochondria, we may be able to discover _ Y £ 2 £ 0.04- = Ro
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' metabolic state and allowing for mitochondrial metabolomics g 5™ g §o3- g5 €5, e :
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Develop and assay that specifically and rapidly enriches for
mitochondrial metabolites to deconvolve mitochondrial and
cytosolic specific metabolic networks
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NAD:NADH How does disrupting

mitochondrial metabolism
distinctly affect the metabolic

circuitry and redox state of

the mitochondrial and
cytosolic compartments?
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Treat c.ells with drug and e S NDNEY oy ST 3. SDHB inhibition by Atpenin A5 treatment causes proliferation defects
stable isotope label AN that are partially rescued by Complex l'inhibition (Rotenone) Determine the compartment specific adaptations to various
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l l mitochondrial metabolic inhibitions (ie metformin)
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4. Extract metabolites | - more about the consequences of : : :
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Protocol Adapted from Lee et al (2019) Nature Communications



