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o Through virtual screening using the x-ray co-crystal structure of Aurora A protein (PDB Code: 1MQ4), we identified a novel O Aurora kinase, a member of serine/threonine kinase is involved in the regulation of cell division

pyrazole compound 1 to be an Aurora A inhibitor. Three isoforms of Aurora kinase, A, B and C are known.
0 X-ray co-crystal guided lead optimization of pyrazole hit 1b had led to the synthesis of 6h with a 400-fold improved Aurora O Aurora A and B are over expressed in many human cancers and are linked to chromosome instability, oncogenic
A kinase inhibition potency. transformation and tumor progression.

.U Inhibitors of Aurora kinase have shown to promote cancer cell death by induction of apoptosis and mitotic catastrophe.
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Lead compound 1b was co-crystalized with Aurora A * = * i O Compound 6a has additional hydrophobic interaction through the
using hanging drop technique : :
@ a HCI, EtOH sulehiyde W R Co-crystal structure of Aurora A-inhibitor complex solved & & e Ph group with the protein
M T Sobone NN through x-ray diffraction studies O Compound 6b, three H-bonds observed between the pyrazole
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o Further improvement in activity not possible ester side chain can improve interaction with protein. Aurora A kinase activity through harors = 32
by modification of R1 guided lead
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