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Cancer
Melanoma Mdm4 p53 binding 

protein homolog (MDM4; 
MDMX)

Mouse and cell culture studies suggest 
antagonizing MDM4 could help treat 
melanoma. In a panel of 54 primary cutaneous 
and metastatic melanomas, MDM4 was 
overexpressed in about 65% of tumor tissues. 
In mice, a stapled peptide antagonist of MDM4 
decreased tumor growth compared with vehicle. 
In melanoma cell culture, the stapled peptide 
increased the anticancer effect of the BRAF 
inhibitor Zelboraf vemurafenib compared 
with vehicle. Next steps include improving 
the pharmacological properties of the stapled 
peptide and screening for small molecule 
MDM4 antagonists. 
Roche, Chugai Pharmaceutical Co. Ltd. and 
Daiichi Sankyo Co. Ltd. market Zelboraf to 
treat melanoma. It is also in Phase I testing 
for colorectal cancer and Phase II testing for 
thyroid cancer.
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