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Structure of the DDB1-CRBN E3 Ubiquitin Ligase Bound to Thalidomide
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IMiDs Binding to Cereblon
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CRBN Substrates
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Design and Synthesis of Novel Cereblon Binders 
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Reported CRBN Molecular Glue Degraders and Their Primary Targets
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Multicomponent Reaction Synthesis of a Diverse CRBN Molecular Glue Library
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Identification of Potent WEE1/CK1α Dual Degraders
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Identification of Potent WEE1/CK1α Dual Degraders
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Compound R 
CK1α 

DC50,nM 

CK1α 

Dmax,% 

WEE1 

DC50,nM 

WEE1 

Dmax,% 

1 

 

1.1±0.7 94 3.1±1.4 >98 

1-Me 

 

>10000 36 >10000 45 

2 

 

4.0±0.3 81 28±14 63 

3 

 

46±19 78 133±40 83 

4 

 

12±1 88 8.6±2.5 >98 

5 

 

>10000 <5 >10000 <5 

6 

 

>10000 12 91±30 61 

 

Structure−Activity Relationship of WEE1/CK1α Molecular Glue Degraders
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Compound R 
CK1α 

DC50,nM 

CK1α 

Dmax,% 

WEE1 

DC50,nM 

WEE1 

Dmax,% 

7 

 

10.6±0.9 84 10±8 87 

8 

 

26±3 86 18±4 97 

9 

 

1.8±0.3 83 1.9±1.1 78 

10 

 

1.6±0.5 92 1.5±0.8 >98 

11 

 

9.1±4.3 71 2.0±0.8 98 

12 

 

170±30 64 22±5 >98 

13 

 

>10000 <5 140±20 85 

 

Structure−Activity Relationship of WEE1/CK1α Molecular Glue Degraders
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Structural analysis of Ternary Complexes
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Molecular Glue Degraders Induce Target Degradation in Multiple Tumor Cell Lines
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Molecular Glue Degraders Induce Target Degradation in Multiple Tumor Cell Lines
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