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            Abstract
Autosomal recessive hereditary spastic paraplegia (ARHSP) with thin corpus callosum (TCC) is a common and clinically distinct form of familial spastic paraplegia that is linked to the SPG11 locus on chromosome 15 in most affected families. We analyzed 12 ARHSP-TCC families, refined the SPG11 candidate interval and identified ten mutations in a previously unidentified gene expressed ubiquitously in the nervous system but most prominently in the cerebellum, cerebral cortex, hippocampus and pineal gland. The mutations were either nonsense or insertions and deletions leading to a frameshift, suggesting a loss-of-function mechanism. The identification of the function of the gene will provide insight into the mechanisms leading to the degeneration of the corticospinal tract and other brain structures in this frequent form of ARHSP.
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                    Figure 1: Critical region of SPG11.[image: ]


Figure 2: Pedigrees and segregation of the mutations detected in KIAA1840.[image: ]


Figure 3: Expression profile of KIAA1840 examined by RNA blot in human adult brain.[image: ]


Figure 4: Spatial expression of rat KIAA1840 in adult brain (P68) by in situ hybridization with a pool of three antisense probes or a pool of three sense probes.[image: ]
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