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Defects in histone modification cause phenotypic diversity of congenital
malformations
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We studied histone modification defects to uncover the mechanisms behind
diverse congenital malformation syndromes. We have identified a novel variant in the atypical region
associated with Say-Barber-Biesecker-Young-Simpson syndrome, which has led to the development of
autism spectrum disorder. Through our investigation of a microdeletion involving the SET gene, which
encodes the SET nuclear proto-oncogene, we have identified a new cranial formation phenotype.
Additionally, we have established a link between the phenotype and genotype in Rubinstein-Taybi
syndrome caused by the acetyltransferase CREBBP. These findings suggest that the various clinical
symptoms resulting from abnormalities in histone modifications stem not only from different genetic
variations but also from the diverse functions of individual histone modifiers by domain. Further
analysis is needed to explore potential therapeutic approaches.
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