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An in vitro study suggests the epigenetic target BRD4 also has 
kinase activity, which could be inhibited to treat cancer or 
inflammation. In in vitro and cellular assays, BRD4 catalyzed 
phosphorylation of serine 2 (SER2) on RNA polymerase II, a 
site that needs to be phosphorylated for active transcription 
to occur. In cells, a BRD4 inhibitor lowered levels of SER2 
phosphorylation on RNA polymerase II compared with no 
treatment. Next steps include screening for molecules that 
inhibit BRD4 kinase activity with high selectivity. 
Tensha Therapeutics Inc. has inhibitors of BET bromodomain, a 
class that includes BRD4, in preclinical development for cancer.  
Constellation Pharmaceuticals Inc. has BET bromodomain 
inhibitors in preclinical development for cancer and 
immunological indications.
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