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[ Abstract | Targeted protein degradation (TPD) is emerging as a promising strategy for chemical knockdown and
drug discovery. TPD strategies eliminate disease-associated proteins by hijacking the intracellular proteolysis machinery,
including the ubiquitin-proteasome system or the lysosomal pathway. Compared to traditional small-molecular inhibitors, TPD
strategies exhibited significant advantages in reducing toxic side effects and the risk of drug resistance, and expanding the
target space to “undruggable” proteins. Inspired by our research findings in the field of TPD, this review aims to summarize
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autophagosome-tethering compound, autophagy-targeting chimera, and discuss their potential applications and developing
trend.
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Fig1 Mechanism of action of molecular glue degraders

The figures were created with BioRender.com. A: Protein degradation mediated by molecular glue degraders via UPS; B: Protein

degradation mediated by molecular glue degraders via autophagy-lysosomal pathway. UPS: Ubiquitin-proteasome system; POI:

Protein of interest; Ub: Ubiquitin; E2: Ubiquitin-conjugating enzyme E2; E3: E3 ubiquitin ligase; mHTT: Mutant huntingtin; LC3:

Microtubule associated protein 1 light chain 3; ATTEC: Autophagosome-tethering compound.
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Fig2 Chemical structures of representative molecular glue degraders
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PROTAC: Proteolysis targeting chimaera; ATTEC: Autophagosome-tethering compound.
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Fig4 Design strategies of APC

The figures were created with BioRender.com. A: Schematic diagram of design strategy of the APC; B: Chemical structures and

design rationale of the APC. APC: Aptamer-PROTAC conjugate; BRD4: Bromodomain-containing protein 4; VHL: Von Hippel-

Lindau tumor suppressor; Ub: Ubiquitin; E3: E3 ubiquitin ligase; GSH: Glutathione; PROTAC: Proteolysis targeting chimaera.
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The figure was created with BioRender.com. M6P: Mannose-6-phosphate; LYTAC: Lysosome-targeting chimaera; LC3:

Microtubule associated protein 1 light chain 3; ATTEC: Autophagosome-tethering compound; POI: Protein of interest; GalNAc:

N-acetylgalactosamine; Ub: Ubiquitin; AUTAC: Autophagy-targeting chimera; AUTOTAC: Autophagy-targeting chimera.
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