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Cells undergo cellular transition to adapt to their survival environment. In

this study, we investigated the mechanism of variation in drug sensitivity during cell transition
using EMT cells that were transduced SLUG and SNAIL in HCT116 cells derived from human colorectal
cancer. We found that EMT cells showed high sensitivity to glutathione peroxidase 4 (GPX4)
inhibitors. This high sensitivity of EMT cells to RSL3 was associated with a decrease in
intracellular glutathione that is a substrate of GPX4. Next, we searched for drugs that are more
sensitive to RSL3 in spheroid culture, which is closer to in vivo than in normal culture. Then we
found that dBET6, a BET inhibitor, strongly prevented cell growth during spheroid culture. Moreover,
dBET6 increased sensitivity to RSL3 in EMT cells in both normal and spheroid culture.
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FNESL M D ZARMEZ SR ATRE R T BUBIRIE 2 BRI H 2 L & LT,
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PRS2 R 5, S BIT, MRS A 2 7R 354 & A G O THWD 2 & T, BAMIRER
DERNEE TR ATRE R BTHIRIRIE 2 BRTH 2 L Th D, ABFZETIE, EMT MIlE & HCT116 AHfa
DIRANRZ M % el 9= 5 Z & T, EMT AR o0 A= A 3851 2 5 SO LM rT e 22 3841 2 R E T 5 .
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