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Cancer Histone deacetylase 
(HDAC); ERG

In vitro and rodent studies identified HDAC 
inhibitors with better safety and efficacy than 
previous-generation inhibitors. HDAC inhibitors 
can have off-target effects on the ERG channel 
that are associated with QT prolongation and 
arrhythmias. In an in vitro cardiac safety index test, 
two hydroxamate-based HDAC inhibitors with weak 
affinity for human ERG had greater activity against 
HDAC than the parent HDAC inhibitors. In mouse 
and rat xenograft models of human colon cancer, 
the two compounds were more potent inhibitors 
of tumor growth than the parent compounds. Next 
steps could include further optimization of the new 
compounds.
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