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The creation of co-chaperone HOP inhibitor for cancer therapy.

Yamamoto, Soh
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Co-chaperone HOP (HSP70/HSP90 Organizing Protein) assists protein transfer in the
HSP70 and HSP90 dependent protein-folding pathway. HOP highly expresses and forms the complexes with
HSP70 and HSP90 in cancer cells. In the present study, we investigated (1) identification the inhibitor
of HOP for cancer therapy using chemical library and (2) biochemical analysis of ATPase activity of HOP.
(1) We identified binding chemicals to HOP from thirty thousand drugs at first-screening ste?. We found
the twenty-eight drugs that specifically bound to full-length HOP and TPR2A region at secondly-screening
step. (2) We determined the ATP hydrolysis rate and dissociation constant, are 3.8 x 10-3mol ATP/mol
HOP/min and 350 u M, respectively. 1-359 (TPR1-TPR2A) was required for ATP hydrolysis and interaction
with ATP. We demonstrated the HOP changes its conformation by ATP hydrolysis using NMR analysis and
protease sensitivity assay.
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