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In chemical biology, various chimeric compounds, such as chemical inducers of dimerization,
PROTAC S, and self-localizing ligands, have been generated by connecting two functional
molecules (e.g. ligands) via a linker with amide bonds. Such chimeric compounds have been
considered to be stable in cells. However, we recently found that mgcTMP, a chimeric molecule
consisting of trimethoprim and the myristoyl-Gly-Cys motif, undergoes degradation of the
amide bond C-terminal to the Cys residue in cells. In this work, we identified proteases
responsible for the mgcTMP degradation. We also tested several other amide-containing
chimeric compounds for possible cellular degradation, revealing that even a simple lipid-
tethered small molecule without any amino acid is susceptible to proteolytic degradation.
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