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TMEMG63C mutations cause mitochondrial morphology

defects and underlie hereditary spastic paraplegia
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, Research findings

This work provides important new scientific knowledge
through the identification of new genetic and molecular
causes of HSP, while also empowering efforts to develop
effective diagnostic testing strategies tailored to the
spectrum of Omani monogenic disease.
Studies investigating the genetic cause of a form of H5P
associated with mild-moderate neurcdevelopmental delay
identified in two Omani siblings identified TMEMG63C loss of
function gene mutation as the likely cause. Highlighting the
global relevance of the Omani community inherited disease
gene identification studies, this finding led to the discovery
of other HSP families worldwide with distinct deleterious
mutations in TMEM63C associated with the same clinical
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outcome. While more detailed investigations of TMEM63C
are certainly required, our collaborative research studies
_support the potential role of TMEM63C in ER-mitochondrial
i ntegrity maintenance, defining the likely pathogenic basis
":ol' this disease. Together, data from this work provide new
] a ential neurological role of this molecule,
y%wu to the wider understanding of the
ais of this highly heterogensous

urodegenarative condition.
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