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Human papillomavirus (HPV) infection is now a well-established cause of 
different types of cancer including but not limited to cervical cancer. There 

are currently no specific treatments for patients with HPV-driven cancers. One 
common denominator of the HPV genotypes is the E6 and E7 proteins, which 
are mainly responsible for malignant and non-malignant phenotypes.  Hence, 
they represent valuable targets for therapeutic intervention in HPV-driven 
cancers. We have already successfully shown a natural diterpenoid, anisomelic 
acid (AA) down-regulates E6 and E7 oncoproteins, leading to efficient inhibition 
of cell growth and induction of apoptosis. During the optimization of AA 
synthesis, we have identified few small molecules, which preferentially targets 
the HPV E6 and E7 proteins similar to AA mode of action, but, more efficient 
than AA in inducing apoptosis in cervical cancer cells. Furthermore, these 'HIT' 
molecules also showed specificity in killing HPV positive cells with different 
genotypes compared with human primary skin fibroblast cells. Indeed, cancer 
xenograft models in nude mice demonstrated proof of principle, where a 
decrease in tumour size was observed in HPV-driven tumours treated with our 
HIT compound(s).
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