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Small molecule activator 
of protein degradation

In vitro and cell culture studies suggest that antagonizing ubiquitin 
specific peptidase 14 tRNA-guanine transglycosylase (USP14; TGT) 
could be useful for increasing protein degradation. In an in vitro assay 
of proteasome-mediated protein degradation, excessive USP14 levels 
blocked proteolysis of substrates compared with normal USP14 levels. In 
cultured human cells, a small molecule antagonist of USP14 increased 
proteasome-mediated protein degradation compared with no treatment. 
Next steps include optimizing and testing the compound in cell and 
animal models of diseases caused by excess protein accumulation. 
Hybrigenics S.A. has preclinical compounds that inhibit enzymes related 
to USP14 to treat cancer.
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