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A DNA methyltransferase inhibitor: guadecitabine
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Abstract: DNA methylation processes are widely found in mammalian cells. It plays a key role in epigenetic modification and
chromatin stability. DNA hypomethylation usually accelerates the progress of tumors. Guadecitabine is a novel DNA methyltransferase
inhibitor launched by Astex. As the pro-drug of dicitabine, guadecitabinehydrolyzed intodicitabine by phosphoesterase, incorporates
into DNA chains and covalently binds with DNA methylation methyltransferase, which inhibits DNA methylation irreversibly. Clinical
studies have shown that guadecitabine has significant potency and safety on myelodysplastic syndromes and acute myeloid leukemia.
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Fig. 1 Structure of guadicitabine
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Fig.2 Synthetic route of guadecitabine
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