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Cancer

Cancer DJ-1 (PARK7); 
hypoxia-inducible 
factor 1α (HIF1α)

Studies in cell culture suggest that inhibiting 
DJ-1 signaling may be useful for treating cancer. 
In the U2OS human osteosarcoma cell line, 
small interfering RNA–based inhibition of DJ-1 
significantly increased hypoxia-induced cell death 
compared with that seen in controls expressing 
normal levels of DJ-1 (p<0.001). Similar effects 
were seen in the DJ-1−/− mouse embryonic 
fibroblast cell line, suggesting that DJ-1 is an 
upstream activator of HIF-1α. Next steps could 
include determining whether DJ-1 protects not 
only cancer cells but also neuronal cells from 
hypoxia-induced cell death, such as occurs in 
Parkinson’s disease. 
EZN-2968 (formerly SPC2968), a HIF-1α 
antagonist from Enzon Pharmaceuticals Inc. and 
Santaris Pharma A/S, is in Phase I testing to treat 
solid tumors. 
PX-478, a small molecule inhibitor of HIF-1α 
from Oncothyreon Inc., is in Phase I testing to 
treat advanced metastatic cancer and lymphoma.
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