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MI-1061
(1µM) 

MD-222
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DMSO

MV-4-11 (t = 2 h)

Lenalidomide
(20µM)

MD-224
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- +          - +         - +         - +       

1        1.4    8.2    10.1    0.7     2.5     0.9     2.3   (fold)

1        1.8    10.2   12.1   6.5     3.3     7.4     3.2    (fold)

 

 

Figure S1. Activity of the MDM2 degraders is cereblon (CRBN)-binding dependent. MV-4-11 

cells were treated with the MDM2 inhibitor MI-1061, and the degraders MD-222 or MD-224 

for 2 h in the presence or absence of excess lenalidomide as a competitor: (A) Western blot 

data indicated that without lenalidomide competition, the MDM2 inhibitor MI-1061 

significantly accumulates both MDM2 and p53 proteins, while the MDM2 degraders degrade 

MDM2 and activate p53. Competition by 30 µM lenalidomide clearly rescued MDM2 protein 

from degradation and reduced p53 protein level; (B) and (C) Competition by excess 

lenalidomide significantly reduces cell growth inhibition activity of MD-224 and MD-222 in 

cell viability assay but fails to change the activity of the MDM2 inhibitor, MI-1061. 
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Figure S2. qRT-PCR analysis of mRNA levels of p53 target genes and TP53 after 

treatment with the MDM2 inhibitor MI-1061 and the MDM2 degraders MD-222 and 

MD-224 in MV4;11 cells. MD-222 and MD-224 more effectively activate the 

transcription of p53 target genes compared with much lower concentrations of the 

inhibitor MI-1061. 
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Figure S3. 1H NMR spectrum for MDM2 degrader MD-224. 
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Figure S4. UPLC-MS results for MDM2 degrader MD-224 (Original code name: 

LE-004). 

 


