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Cancer

Mesothelioma Cyclin dependent 
kinase 1 (CDK1; 
CDC2)

Mouse and in vitro studies identified analogs of 
the bis(indolyl)imidazole alkaloid nortopsentin 
that could help treat diffuse malignant peritoneal 
mesothelioma (DMPM). In two human DMPM 
cell lines, five of the nortopsentin analogs inhibited 
proliferation with micromolar and submicromolar 
IC50 values. In a mouse xenograft model of human 
DMPM, the three most potent analogs decreased 
tumor growth compared with vehicle. In a panel of 
kinases, the three most potent analogs were shown 
to inhibit CDK1 with submicromolar IC50 values. 
Next steps could include testing the lead analogs in 
additional models of mesothelioma. 
Merck & Co. Inc. and Ligand Pharmaceuticals Inc. 
have the CDK inhibitor dinaciclib in Phase II/III  
testing to treat chronic lymphocytic leukemia (CLL) 
and Phase II or earlier testing for other cancers. 
At least six other companies have CDK inhibitors in 
Phase II or earlier testing for various cancers.
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