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The mechanisms underlying repression of glycolysis by detachment and its
significance in detachment-induced cell death
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In this study, we investigated the relationship between detachment-induced cell
death (DICD) and changes in glucose metabolism for a better understanding of resistance to DICD acquired
by metastatic cancer cells. First, we observed the accumulation of fructose-6-phosphate (F6P) in normal
human mammary epithelial cells during DICD. Because F6P is a metabolic intermediate in both glycolysis
and the hexamine pathways and detachment scarcely suppressed glycolysis, it was assumed that the hexamine
pathway was suppressed In response to detachment, which resulted in DICD. To examine whether inhibition
of the hexamine pathway is sufficient to induce cell death, we used the inhibitor of the rate-limiting
enzyme, azaserine, in the hexamine pathway. Treatment with azaserine remarkably evoked cell death even
undﬁr adherent condition. Thus, it was suggested that DICD may be mediated by repression of the hexamine
pathway.
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