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Enhancer of zeste homolog 2 (EZH2), as one of the most well-characterized epigenetic regulators, is the catalytic 
subunit of the Polycomb Repressive Complex 2 (PRC2) which functions to silence target genes by tri-methylating 
lysine 27 of histone H3 (H3K27me3)[1]. EZH2 plays a critical function in development and adult tissue 
homeostasis, and is closely associated with many diseases. Studies have found that EZH2 is highly expressed in a 
variety of solid tumors and hematological malignancies and is closely related to tumor proliferation, invasion, 
metastasis and poor prognosis. Therefore, EZH2 provides a pharmacological target for cancers. In addition, 
EZH2 also plays important roles in auto-immune diseases and other disorders. Together, there is a high need for small 
molecules that inhibit the activity of EZH2. To date, three EZH2 inhibitors have been approved and more than nine EZH2 
inhibitors have entered into clinical trials[2-10].

A series of building blocks will be used as molecular fragments in the 
design of EZH2 inhibitors.  
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