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A novel mutation in PGAP2 gene causes developmental delay, intellectual disability, epilepsy and
microcephaly in consanguineous Saudi family
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GAP2 (Post-GPI Attachment to Proteins 2) gene is involved in lipid remodeling steps of glycosylphosphatidylinositol (GPI)-

anchor maturation. At the surface of the cell this gene is required for proper expression of GPI-anchored proteins. Mutations in the
gene cause hyperphosphatasia mental retardation syndrome-3. We have identified a large consanguineous family from Saudi origin
segregating developmental delay, intellectual disability, epilepsy and microcephaly. Whole exome sequencing with 100x coverage was
performed on two affected siblings of the family. Data analysis in the patient revealed a novel missence mutation ¢.191C>T in PGAP2
gene resulting in Alanine to Valine substitution (Ala64Val). Whole exome sequencing data analysis, confirmed by subsequent Sanger
sequencing validation, identifies a novel mutation ¢.191C>T in exon 3 of PGAP2 gene. The mutation was ruled out in 100 unrelated
healthy controls. We suggest that this pathogenic mutation disrupts the proper function of the gene proteins resulting in the disease
state.
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