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                Mutations affecting epigenetic regulators have long been known to have a crucial role in cancer and, in particular, hematological malignancies.1, 2 One of the earliest epigenetic factors described altered in leukemia was the mixed lineage leukemia (MLL) protein which is found translocated in 10% of adult acute myeloid leukemia (AML), 30% of secondary AML and >75% of infants with both AML and acute lymphocytic leukemia (ALL). MLL is a SET domain-containing protein, which is recruited to many promoters and mediates histone 3 lysine 4 (H3K4) methyltransferase activity, thought to promote gene expression.3
Though the clinical significance of these findings remains to be explored, it is evident that epigenetic deregulation is having an important role in both lymphoid and myeloid leukemogenesis. Furthermore, with novel drugs at hand, such as histone deacetylase inhibitors or demethylating agents that can target and reverse epigenetic alterations, understanding the underlying molecular aberrations is of growing interest.10 We therefore undertook an effort to examine the prevalence of somatic mutations in genes encoding histone-modifying proteins, in particular, KDM3B, KDM5C, UTX, MLL2, EZH2 and SETD2, which previously were reported mutated in cancer.4, 5
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