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Hematologic 
malignancies

Ubiquitin-like 
modifier activating 
enzyme 1 (UBA1)

In vitro and mouse studies suggest that 
inhibiting UBA1 could help treat hematological 
malignancies. In leukemia and myeloma cell lines, 
small hairpin RNA against UBA1 induced cell 
death compared with control shRNA. In leukemic 
cells, compared with normal hematopoietic 
cells, a 3,5-dioxopyrazoidine UBA1 inhibitor 
induced cell death. In a mouse model of leukemia, 
intraperitoneal administration of the inhibitor 
decreased tumor weight and volume compared 
with administration of buffer control. Next steps 
include developing second-generation analogs of 
the inhibitor.
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