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[ Abstract] Targeted protein degradation (TPD) technologies leverage the body’s innate
protein degradation systems to selectively eliminate protein of interest (POI). This technology
overcomes the limitations of the traditional “site-occupancy” approach (whereby a drug directly

binds to the active site of the protein of POI to inhibit its function), instead adopting an “event-
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driven” approach (whereby the drug indirectly eliminates the POI by triggering specific biological events such

as ubiquitination or lysosomal degradation) to catalyze the degradation of the POI rather than inhibiting its

function. TPD technology offers significant advantages, including the ability to target “undruggable” proteins,

rapid action, high selectivity and the ability to overcome drug resistance, and has become a leading frontier in

the field of drug discovery in recent years. Currently, the main TPD technological pathways include degradation

pathways based on the ubiquitin-proteasome system, the endosomes-lysosomal degradation system, and

the autophagy pathway. This paper aims to provide a reference for future research by reviewing the latest

developments in TPD technology.

[Keywords] Targeted protein degradation; Proteolysis targeting chimera; Molecular glue; Lysosome-

targeting chimera; Autophagy-targeting chimera; Autophagosome-tethering compound
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