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Searching for risk genes for schizophrenia based on a whole-exome sequencing of
a consanguineous family with affected siblings

Igeta, Hirofumi
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Whole-exome sequencing (WES) studies of multiplex families are likely be a
promising strategy for identifying causative variations for common diseases. We performed a WES
study in two affected siblings and their unaffected parents who were second cousins from a multiplex

schizophrenia family. Potential risk variations prioritized via WES were further tested for
associations with schizophrenia in a total of 2,837 patients and 3,951 controls.

Via WES, we identified two uncommon homozygous recessive missense variations, p-Argl40GIn in HEBP2
and p.Argl52Cys in UPK2, shared by two affected siblings. In a case-control study, these variations
were not significantly associated with schizophrenia, although there was only one homozygous mutant
allele carrier of p.Argl52Cys in UPK2 in patients, but not in controls.

Our data do not support the role of p.Argl40GIn in HEBP2 and p.Argl52Cys in UPK2 in conferring
substantial risk for schizophrenia in the Japanese population.
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