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            Abstract
We found that the clinical phenotype associated with BRD4 haploinsufficiency overlapped with that of Cornelia de Lange syndrome (CdLS), which is most often caused by mutation of NIPBL. More typical CdLS was observed with a de novo BRD4 missense variant, which retained the ability to coimmunoprecipitate with NIPBL, but bound poorly to acetylated histones. BRD4 and NIPBL displayed correlated binding at super-enhancers and appeared to co-regulate developmental gene expression.
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                    Fig. 1: BRD4 mutations in CdLS and CdLS-like disorders.[image: ]


Fig. 2: Binding of wild-type BRD4 and the BRD4 Tyr430Cys variant to histone and non-histone proteins.[image: ]
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