
Inhibitors of Solvent Front Mutated RET

Kinase

Highly soluble, potent small molecule inhibitors effectively target common RET

mutations, providing a needed treatment option for multiple forms of RET-

altered cancers.

Researchers at Purdue University have developed novel RET protein tyrosine

kinase inhibitors (TKIs). RET is a transmembrane receptor protein-tyrosine

kinase that activates multiple downstream pathways involved in cell

proliferation and survival. Several small molecule TKIs that are specific to

RET have been recently approved to treat RET-altered cancers. However,

these compounds are inactive against RET mutations. Viable treatment

options for treating mutated RET is direly needed.

Purdue researchers have identified molecules that potently inhibit a

common RET mutation better than previously reported molecules. Aside

from the increased activity, these molecules also exhibit better drug-like

properties, such as solubility. The half maximal inhibitory concentration with

mutated RET is as low as 1.5 nanomolar. Furthermore, the solubility of these

molecules is 100 times greater than current treatments. This technology can

be used to treat multiple forms of RET-altered cancers.

Technology Validation: This technology has been validated using in-vitro

kinase assay. This method demonstrated the half maximal inhibitory

concentration of the synthesized molecules.

Advantages:

-Potent

-Active against common RET mutation

-Highly soluble

Applications:

-RET-altered cancers
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