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Radiosensitization of cancer stem-like cells that thrive under hypoxic
conditions

Sasai, Keisuke

3,600,000

SSz

Hsp90 17-DMAG HelLa HT1080
HIF-1 Hsp90
SSZ 17-DMAG

CD44v GSH CT

Cancer stem-like cells are found in tumor niches and thrive under hypoxia.

Hypoxic cells are radioresistant. This study tested the hypoxic cell radiosensitizing effects of
sulfasalazine (S§SZ) and 17-DMAG using a colony-formation assay and investigated their effects on
protein expression, the cell cycle, and intracellular glutathione (GSH) concentrations. One mM SSZ
significantly enhanced the radiosensitivity of hypoxic U251 MG and HSC-2 cells, but not normoxic
cells. The treatment decreased intracellular GSH under both normoxia and hypoxia.
Treatment with 100 nM 17-DMAG for 24 h had weak or no radiosensitizing effects under normoxia, but
significantly enhanced the radiosensitivity of both cell lines under hypoxia. 17-DMAG did not
influence the cell cgcle, but significantly increased the expression of Hsp70, a marker of Hsp90
inhibition, and inhibited the expression of HIF-1a .

ssg and 17-DMAG are potential radiosensitizers, although the detailed mechanism requires further
study.
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