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Cancer

Thyroid cancer Ret proto-oncogene 
(RET)

In vitro studies identified a new series of indolinone-
derived RET inhibitors that could potentially treat 
thyroid cancer. Several 4-substituted β-carbolin-
2-ones inhibited both RET activity and cell 
proliferation of NIH3T3 cancer cells as effectively as 
or better than previously identified RET inhibitors. 
SAR analysis showed that the rigid backbone of 
β-carbolin-2-ones may be responsible for their 
potency. Next steps include pharmacological 
optimization of the new structures. 
Multikinase inhibitors in Phase II testing to treat 
thyroid cancer include Zactima vandetanib from 
AstraZeneca plc and motesanib from Amgen Inc. 
and Takeda Pharmaceutical Co. Ltd.
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