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Conclusions : 

Molecular pathogenesis of pancreatic cancer involves multiple 

pathways and defined mutations. 

This molecular heterogeneity is a major reason for failure of targeted 

therapy.
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Heat shock protein 90 and 70 (Hsp90 and Hsp70), assist and abet onco-proteins 

driving malignant processes such as proliferation, survival and metastasis, and 

allow for the development of a cancer phenotype 



HM Beere. J. Clin. Invest. 115:2633ï2639 (2005)

HSPs help cancer cells build resistance to other therapies by increasing the 

apoptotic threshold 



HSPs are overexpressed in pancreatic cancer 
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And pancreatic cancer 

cells become addicted

to Hsp90 and Hsp70 == act 

to ñbufferò transformation

Pancreatic cancer cell
multiple dysregulatory events,

characterized by heterogeneity 

and adaptability
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How to differentiate 

ñhouse keepingò vs ñcancer regulatorò roles of Hsp90/Hsp70?



Mentally designed purine-scaffold

inhibitors
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Purine-scaffold Hsp90 inhibitors 

from discovery to clinic

Tumor Biology Driven Medicinal chemistry
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Prolonged tumor retention and 

Sustained downregulation of malignancy driving proteins
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