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Resumo Alterations in protein-protein and DNA-protein interactions and abnormal chromatin 
remodeling are a major cause of uncontrolled gene transcription and constitutive 
activation of critical signaling pathways in cancer cells. Multiple epigenetic regulators are 
known to be deregulated in several hematologic neoplasms, by somatic mutation, 
amplification, or deletion, allowing the identification of specific epigenetic signatures, but 
at the same time providing new therapeutic opportunities. While these vulnerabilities 
have been traditionally addressed by hypomethylating agents or histone deacetylase 
inhibitors, pharmacological targeting of bromodomain-containing proteins has recently 
emerged as a promising approach in a number of lymphoid and myeloid malignancies. 
Indeed, preclinical and clinical studies highlight the relevance of targeting the 
bromodomain and extra-terminal (BET) family as an efficient strategy of target 
transcription irrespective of the presence of epigenetic mutations. Here we will 
summarize the main advances achieved in the last decade regarding the preclinical and 
clinical evaluation of BET bromodomain inhibitors in hematologic cancers, either as 
monotherapies or in combinations with standard and/or experimental agents. A mention 
will finally be given to the new concept of the protein degrader, and the perspective it 
holds for the design of bromodomain-based therapies. 
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