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Congenital myasthenia syndrome (CMS) is caused by a mutation in GFPT1
(Glutamine fructose-6-phosphate aminotransferase 1), a protein and lipid glycosylase, characterized
by limb-girdle type muscle weakness. To investigate the role of the GFPT1-L variant in skeletal
muscle, Gfptl-L-/- mice, which do not express GFPT1-L, were created, and these mice showed muscle
weakness in old age. Gfptl knock-in (KI) mice were also created by introducing the c.722r3insG
mutation into mice as in CMS patients. They showed a phenotype similar to that of patients,
including reduced motor function, reduced amounts of glycosylated proteins, fragmentation of AChR
clusters, muscle atrophy and increased inter-myofibrillar space, and observed reduced motor
performance and abnormal neuromuscular junction structures with ageing.
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