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            Abstract
The congenital disorders of glycosylation (CDG) are characterized by defects in N-linked glycan biosynthesis that result from mutations in genes encoding proteins directly involved in the glycosylation pathway. Here we describe two siblings with a fatal form of CDG caused by a mutation in the gene encoding COG-7, a subunit of the conserved oligomeric Golgi (COG) complex. The mutation impairs integrity of the COG complex and alters Golgi trafficking, resulting in disruption of multiple glycosylation pathways. These cases represent a new type of CDG in which the molecular defect lies in a protein that affects the trafficking and function of the glycosylation machinery.
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                    Figure 1: Alterations in protein glycosylation.[image: ]


Figure 2: COG7 mutation reduces activities of nucleotide-sugar transporters and glycosyltransferases.[image: ]


Figure 3: Trafficking of ST-GFP from endoplasmic reticulum to Golgi was impaired in patient fibroblasts.[image: ]


Figure 4: Integrity of patients' COG complex was impaired.[image: ]


Figure 5: P1 and P2 had homozygous mutation in splice site of COG7.[image: ]
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