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Cancer

Cancer F-box and WD repeat 
domain containing 7 
(FBXW7; FBW7)

An allosteric inhibitor of FBXW7, a subunit of the E3 
ubiquitin ligase SCFFBW7, could be useful for treating 
cancer. A yeast-based assay identified a biplanar 
dicarboxylic acid molecule that inhibited SCFCdc4, the 
yeast homolog of human SCFFBW7. Crystal structure 
analysis showed the inhibitor bound to an allosteric 
site on SCFCDC4 and prevented the ligase from 
properly binding its substrates. Next steps include 
structural optimization of the compound to increase 
its ability to inhibit SCFFBW7.
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