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HZCERRER (EX) Analysis of gain—of-function mechanisms of mutant p53 and identification of
novel target for cancer therapy.
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WFFERL R O (Fi30) : p53 @ GOF mutant T % S121F O A 1 = X Ll & s -5 8~
A 707 A ZHNTITo72, BEIO pb3 HEHB DO F 25, DRAM  (damage-regulated
autophagy modulator) 2MERHER T & L TRE S Iz, DRAM 23 pb3 A7 T AR h— &
PERRIC B 2 D A AT R, Saos-2 MifaiZ 5T, DRAM i@ RIFE BT & - TR p53
DT A=V AFHEENFEICHERT DI ENHALNERS7-, LPL DRAM / v 7 X T
T S121F O 7 R b — TV AFFEFEDIHIFRO b iL7e -7, KAWL Tk, DRAM 23 p53 (K17
PET AR b= ZAFEORIGICHEERIENBEFCTH L Z L E2H BN L, FEIZ S121F @
GOF ###% 13 DRAM FEBLFHE D581 —[K T 5 AlREME 2 &R L7,

WFZER S OBEEE (30) : So far, “super p53” mutants of several gain-of-function mutants have
been reported as mutants exhibiting more potent ability to induce apoptosis than wild-type
p53. The super p53s may provide a clue for development novel therapeutic targets, but the
major mechanism underlying the super p53-dependent apoptosis remains unclear. To
identify critical gene(s) in the mechanism, we performed comprehensive and comparative
expression analysis in p53-null Saos-2 cells with conditional expression of wild-type p53
and S121F, previously reported as a super p53 mutant. We identified damage-regulated
autophagy modulator (DRAM) as one of the genes that were more upregulated by S121F
than wild-type p53. Although knockdown of DRAM was not sufficient for reducing the
ability of S121F to induce apoptosis, overexpression of DRAM enhanced the ability in a
wild-type p53-dependent manner. Here, we show that DRAM is an important gene for the
enhancement of p53-dependent apoptosis.
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