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Intracellular degradation of synthetic compounds: Protease identification and generality
evaluation (‘Graduate School of Engineering, Nagoya Institute of Technology, *National
Institute for Basic Biology, *Graduate School of Pharmaceutical Sciences, The University of

Tokyo, *Graduate School of Medicine, The University of Tokyo) OXai Tahara,' Akinobu
Nakamura,” Yuki Ichihashi,’ Yasuteru Urano,>* Toru Komatsu,’ Shinya Tsukiji,1

Chemical tools such as chemical dimerizers are often prepared by linking two functional
molecules (e.g. ligands) with a linker via an amide bond. Such synthetic compounds are
generally thought to be stable in cells. However, we recently found that mgcTMP, a plasma
membrane-targeted ligand we previously developed, undergoes degradation in cells. In this
work, we first identified mgcTMP-degrading enzymes (proteases) by using a Diced
Electrophoresis Gel (DEG) assay combined with peptide mass fingerprinting. We further tested
several bifunctional compounds for possible cellular degradation to gain insights into the
generality of intracellular degradation of synthetic compounds.
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