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Experimental Strategy
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Recurrently mutated genes in DLBCL
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Epigenetic mechanisms and transcriptional regulation
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Genetic-based aberrant epigenetic regulation

In lymphoma
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Mutations of MLL2 and CREBBP generate truncated proteins

lacking the C-terminal catalytic domains

MLL2 (KMT2D)
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Mutations of MLL2 and CREBBP are mostly monoallelic,

suggesting a haploinsufficient tumor suppressor role
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Genetic lesions in
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MII2 loss Is acquired early during clonal expansion and
cooperates with BCL2 deregulation in lymphoma
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Genetic lesions in
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Role of CREBBP inactivation in B cell lymphoma
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Role of CREBBP inactivation in B cell lymphoma
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Defining the transcriptional network regulated by CREBBP

iIn GC B cells — Experimental Strategy

ChiP-seq Affy U133p2 RNA-Seq
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CREBBP binds preferentially to TSS-distal regions

decorated by H3K27Ac and H3K4me1 marks
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CREBBP-bound regions are enriched in “light-zone” upregulated

genes, including master regulators of plasma cell differentiation

a. GSEA analysis
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A full complement of CREBBP is necessary for

efficient plasma cell differentiation (ex vivo)
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CREBBP heterozygous and homozygous null B cells

have proliferative advantage
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CREBBP is involved in the activation

of BCLG-repressed genes
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Loss of one Crebbp allele facilitates BCL2-driven

follicular lymphoma development
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What did we learn?
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Consequences of CREBBP inactivation in the GC
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Therapeutic targeting of the CBP network
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Common and distinct pathways in DLBCL subtypes
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