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Protein kinases have been a rich source of targets for drug discovery with 37 small molecules as approved 

therapeutics. However, most academic and industrial research remains focused on only a small fraction of the 

kinome for which evidence of therapeutic utility already exists. There’s an emerging need to explore the 

untargeted kinome that have received scant attention.
[1]

 Here we presented the new strategies including 

“pathway-specific” screening and “compound-centric” approach that led to the discovery of first-in-class 

kinases MST1/2 inhibitor (XMU-MP-1)
[2]

 and breast tumor kinase (BRK/PTK6) inhibitor (XMU-MP-2)
[3]

 

with in vivo efficacy. These inhibitors will serve as valuable tools to pharmacologically interrogate MST1/2 

and BRK biology, and they provide a starting point for medicinal chemistry efforts aimed at developing 

related targeted therapeutics. 
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