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Development of molecular targeted therapy for thyroid cancer using tyrosine
kinase inhibition with a novel mechanism of action
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Identification of RET kinase inhibitors promises valuable therapeutic tools
for the intervention of RET-driven tumors. We have previously reported that a conserved cysteine of
RET is crucial to the disulfide-bonded dimerization-linked activation of RET kinases. Reagents which

bind to this cysteine may inhibit the activity of RET kinases through disulfide-bond mediated
dimerization. We examine the potential of cysteine containing peptides as candidate kinase
inhibitors. We demonstrate that these peptides inhibit the activities of RET and its downstream
kinases and effectively reducing the malignant potential of RET-expressing cells. These peptides
were also found to be effective against the drug resistant mutant of RET. The inhibition of RET
kinase activity by these peptides resulted in suppression of RET-mediated cancer cell growth.
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