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Elucidation of cancer treatment resistance mechanism based on methionine
metabolism and identification of novel therapeutic targets

Saya, Hideyuki
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) A cystine transgortgr inhibitor sulfasalazine can specifically eliminate
treatment-resistant cancer stem cells, but it is known that resistance eventually develops.

Therefore, we generated cancer cells resistant to sulfasalazine and comprehensively investigated
their methionine metabolism and gene methylation. We found that methionine metabolism was enhanced
in the resistant cells, and that specific genes were highly methylated. In addition, the genes
related to ALDH metabolism were highly methylated. It became clear that there is a possibility that

increased methionine metabolism strengthens redox regulation as well as enhances detoxification by
ALDH, avoiding cell death.
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