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Identification of susceptible genes by genome-wide genetic analysis in patients
with familial aneurysms

Kasuya, Hidetoshi
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Family including 7 affected persons with intracranial aneurysms (1As) was
analyzed and rare functional variant, SPERT at 13ql4.13 was found. We investigated whether 1As
without obvious renal diseases were also associated with PKD1 (16p13.3) and PKD2 (4g21). We
performed next-generation sequencing of the ADPKD genes in 150 Japanese familial IA patients and 150

non-1A controls. A total of 44 rare candidate variants were confirmed by Sanger sequencing; 26 were
identified from 33 patients, whereas 21 were identified from 20 controls. The candidate variants
were all missense variants, except for one, and showed consistent association with IA in both burden
and variance component tests (odds ratio [OR] = 1.80; WSS, P = .026; SKAT, P = .044). This
association was largely derived from the variants found in the extracellular structural domains of
PKD1 (OR = 2.06; WSS, P = .030; SKAT, P = .029). ADPKD genes are susceptibility genes for IA even in
patients without ADPKD.
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“Table 3. Association of rare variants in ADPKD genes with IA
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