a Glucokinase sensitizes hepatocarcinoma cells to the lipogenic ERI-201
activity of fructose and controls accumulation of lipid droplets and
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Human hepatocarcinoma cell lines are in vitro Remodeling of metabolic profile in Huh7 GCK+HK?2- cells glucose-6-phosphate (G6P) and pyruvate (figure 4). In ¢
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synthesis in normal and pathological situations S . R o T emdm T of SDH activity (figure 4C). o po Cell homogenates §
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The intracellular and extracellular metaholites were extracted and analyzed by NMR. The 1H phosphorylation, figure 4E). Pyruvate fuels the TCA 00 - 00 il : 2
spectra obtained for each cell type were compared by multivariate analysis. Principal through the pyruvate carboxylase that is activated Y Huh7  Huh7 Huh7  Huh?
- o Component Analysis (PCA) and Orthogonal Projections to Latent Structures Discriminant (figure 4E). o HIC2- P
oRestore the hepatocyte-specific lipid metabolism in Analysis (OPLS-DA) revealed a specific endo- and exo-metabolome (respectively lower and
hepatoma cell lines by switching hexokinase (HK) upper panel, Figure 2) for Huh7 and Huh7 GCK+HK2- cells. In particular, significant variations GCK-expressing cells become responsive to fructose by accumulating intracellular lipids as well as
ISOENZzymes. were observed in intracellular metabolites (a; AXP, NAD, NADP; b: lactate; c: serine; d: myo- decreasing triglycerides load of ApoB+ lipoproteins.
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expressing HK2 or GCK (figure 5). Intracellular TG and secreted ApoB were quantified in cell supernatants and molar ratio determined.
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GCK induced lipids accumulation as well as secretion of triglyceride-rich ApoB+ .
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