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We investigated whether the optimal HDM2 irreversible inhibitor 1 could activate the p53
pathway. After repeated treatment of SJISAT1 cells expressing wild-type p53 with 1 or Nutlin-3
for a short time, the expression levels of pS3, p21 and HDM2 were analyzed by western blotting.
The results showed that 1 more persistently induced the activation of p53 pathway than the
reversible inhibitor Nutlin-3. We also evaluated the cytotoxicity of 1 for several types of cells
bearing wild-type or mutant p53, which revealed that 1 exhibits stronger p53 pathway-
dependent cytotoxicity than the conventional reversible inhibitors.
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