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Development of Novel Cell Regulation Technology targeting Nuclear Receptors

Yuasa, Mari

3,300,000
Am80

Classllb HDACi Classllb HDAC6

HSP90 RARa HSP90 RARa

RARa
RAR 2
APL Am80
ER

y  PPARy 2

We investigated the effects of synthetic retinoid Am80 in combination with
epigenetic inhibitors in various cancer cells. Histone deacetylation inhibitors belonging to Class
I1b were effective in combination with Am80. This suggests that HSP90, one of the targets of HDAC6
in Class b showing affinity as a chaperone of RARa , is hyperacetylated and dissociates from RAR
o , thereby regulating nuclear translocation. Furthermore, we investigated whether the nuclear
migration of RARa 1is commonly regulated in cell types other than solid tumors and in culture
conditions such as aggregation and spheroid. We found that the combined effects of the two drugs and

the regulation of RAR nuclear migration are more pronounced under some conditions than in normal
two-dimensional culture.
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1) Ishigami-Yuasa M, Ekimoto H, Kagechika H. Class Ilb HDAC Inhibition Enhances the
Inhibitory Effect of Am80, a Synthetic Retinoid, in Prostate Cancer. Biol Pharm Bull., 42(3), 448-
452, 2019.
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