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Comprehensive analysis of glutathione-related molecular changes induced by
inhibition of GGCT
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(1) The expression patterns of the y -glutamyl cycle component enzyme groups

(GGT, GCLM, GCLC, GSS, and OPLAH) were examined by GGCT knockdown, and no significant changes were
found. (2) A comparison of the expression of enzymes constituting the y -glutamyl cycle and
sensitivity to the GGCT inhibitor showed no specific correlation. (3) Knockdown of CHAC1, CHAC2, and
GGACT, which are known as the GGCT family genes, showed similar inhibition of cancer cell
proliferation as GGCT. However, these three genes showed growth inhibition in normal cells,
suggesting that GGCT is still the best target molecule for cancer therapy. (4) In renal cancer cell
lines, a decrease in intracellular glutathione was observed upon Pro-GA treatment. Furthermore, the
rescue effect of NAC or exogenous glutathione was confirmed, suggesting that the mechanism of cell
injury by GGCT inhibition is a decrease in intracellular glutathione followed by an increase in
reactive oxygen species (ROS), leading to cell death.
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