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Design and synthesis of gold-nanoparticle based multivalent hydrophobic tags for protein
degradation (!Tokyo University of Agriculture and Technology) ORiko Sueki!, Kotaro Abe!,
Kaori Sakurai!

Chemical inducers of protein degradation consisting of a ligand of interest and a degrader
moiety have emerged as new therapeutic modalities as well as useful tools for target validation.
Hydrophobic tags such as adamantyl group (Hy tags) are used as a degrader moiety to induce
degradation of drug target proteins?. Ubiquitin ligases that recognize Hy tags are not yet
identified, and therefore rational design of protein degraders with Hy tags is not currently
possible. We previously developed gold-nanoparticle affinity labeling probes that enable one-
pot assembly of multivalent ligands and labeling groups, and enhancement of binding affinity
and labeling reactivity?. We hypothesized that the gold-nanoparticles would provide suitable
scaffolds for facile preparation of protein degradation reagents (Fig. 1). In this study, we
designed, synthesized and evaluated the feasibility of multivalently functionalizing gold-
nanoparticles with adamantyl (1) or diphenylacetyl (2) groups. The structure of functionalized
gold-nanoparticle probes was characterized by UV-Vis spectroscopy, agarose gel
electrophoresis, MS spectroscopy and dynamic light scattering.
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Figure 1. Gold nanoparticle-based probes functionalized with different Hy tags.
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