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Ubiquitin

PDB: 1UBQ



Jeong, Y. et al. Exp Mol Med 55, 2097–2104 (2023).

Ubiquitin-Proteasome System (UPS)



Small Molecule Inhibitors of UPS
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Diversity-Oriented Synthesis (DOS)
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Screening of BDR1732



Molecular Mechanism of BDR1732 Cytotoxicity

RNF19A(Dorfin): RING-in-between-RING (RBR) E3 ubiquitin ligase.

RNF19B(Parkin): RBR E3 ubiquitin ligase.

UBE2L3: E2 ubiquitin-conjugating enzyme



Molecular Mechanism of BDR1732 Cytotoxicity



BRD1732 is Directly Ubiquitinated in Cells
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BRD1732 is Directly Ubiquitinated in Cells



BRD1732 Disrupts the UPS at Multiple Pathway Nodes

MLN7243：adenosine monophosphate (AMP) mimetic 

ubiquitin activating enzyme (UAE) inhibitor



BRD1732 Disrupts the UPS at Multiple Pathway Nodes

MG132：proteasome inhibitor



BRD1732 Disrupts Ubiquitin-Dependent Proteasomal Degradation

ZFAND5/6：two highly homologous zinc finger proteins



BRD1732 Disrupts Ubiquitin-Dependent Proteasomal Degradation

Lenalidomide：induces ubiquitination and degradation of IKZF3 by the E3 ubiquitin ligase cereblon



BRD1732 Disrupts Ubiquitin-Dependent Proteasomal Degradation

TNFα (tumor necrosis factor α):  a major regulator of inflammatory responses



Summary and Discussion

• A small molecule that can be directly labeled by the ubiquitination system in cells was discovered.

• BRD1732 can achieve multi-node interference of the ubiquitin-proteasome system (UPS).

• Reveals the new potential of trans modification mediated by small molecules in drug development.
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