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Abstract  

Molecular chaperone Heat Shock Protein 90 (Hsp90) represents an interesting chemotherapeutic 

target for cancer treatments as it plays a role in cancer proliferation. Thus, continued effort to 

identify novel inhibitors of this target is an important task. Drug design using computational 

approach has gained significant attention in recent years. This work aims to propose docking 

protocols to re-purpose FDA-approved drugs targeting Hsp90. Sensitivity of results to different 

docking protocols such apo, holo and receptor ensembles (relaxed complex) structures, the role of 

water and conformational changes of Hsp90, are described. We show that the protein conformation 

and water have effects on drug binding. Holo relaxed complex receptors ensembles improves the 

binding energy of ligands to the protein. We also compare and contrast structural stability of three 

drugs namely: ezetimibe, pitavastatin and vilazodon in the Hsp90 protein. The results obtained 

serves as a possible basis towards developing Hsp90 inhibitors. 
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