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Development of degrader targeting proteins regulated by ubiquitination
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Among targeted protein degradation, proteolysis targeting chimera (PROTAC)
and specific and nongenetic IAP-dependent protein erasers (SNIPER) are expected to be a new drug
modality that leads to ubiquitination of target proteins and their degradation by the proteasome.
However, the degradation activity can change in a ubiquitin-dependent manner. In this study, we
aimed to develop ubiquitin-independent degradation inducers. In this study, the development of
SNIPER and PROTACs was performed against target proteins such as estrogen receptor a (ERa ) and
prostaglandin D synthase (H-PGDS) respectively and degraders were successfully developed. Based on
the developed degraders, we designed and synthesized chimeric compounds that bind proteasome subunit

ligands, and investigated their degradation activity.
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1) C. Bashore et al. Nat Chem Biol. 2023, 19, 55-63.
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