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The possibility of HSP70 as a therapeutic target in combination with HDACi

Fujii, Kazuyasu

4,100,000
HSP72 Jurkat HSP72 HDAC
bcl-2
XI1AP HSP72 Hut78 HSP72
HDAC HSP70 Quercetin
Hut78 HDAC

Using proteomic analysis of lymphoid cell lines, we identified HSP72, an
inducible isoform of HSP70 family, was increased in histone deacetylase inhibitor (HDACi)-resistant cell
line group. However, the functional role of HSP72 on HDACi-resistance had been largely unknown. In this
study, we first established HSP72 stably transfected Jurkat cells, and we identified that HDACi-induced
apoptosis and caspase activities were decreased and that base line expression level of bcl-2 and XIAP
were increased in HSP72 overexpressed cells. On the other hand, HSP72 knock down Hut78 cell line was more
sensitive for HDACi compared to MOCK cell line. Finally, we identified quercetin, an inhibitor of HSP70,
enhanced HDACi-induced suppression of cell proliferation and HDACi-induced apoptosis in Hut78 cells. In
conclusion, HSP72 is a possible target for combination therapy of HDACi.
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