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Elucidation and overcoming the drug tolerant mechanism in RET-altered cancer
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Among the RET-aberrant cancer cells, HER3 and downstream ERK signaling were

activated by RET-TKI exposure in the low-sensitive cell lines to RET tyrosine kinase inhibitors
(TKIs). Furthermore, intracellular YAP was highly expressed in RET-TKI low-sensitivity cells, and
the Hippo signaling pathway, in which the transcription factor YAP plays an important role in HER3
activation. These results suggested that YAP-HER3 axis plays pivotal roles for cell survival under
an exposure with RET-TKIs in the adaptive resistance to RET-TKIs and the emergence of tolerant cells

by RET-TKIs in YAP expressed RET-aberrant cancer, suggesting that YAP/HER3 inhibition and RET-TKIs
is a highly potent combination for initial treatment.
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