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Identifying the genetic causality of familial IgAN by a new analysis system
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To identify the genetic causality of familial IgAN, we applied exome sequencing to

a family comprising four biopsy-proven IgAN patients. Genome-wide linkage analysis was concurrently carri
ed out. Thirteen variants which were shared only by affected individuals in the family were selected as c
andidate genes for familial IgAN. Linkage analysis of the family revealed linkage signals at nine loci, an
d among the candidates, a novel missense variant F161Y in EEAl, encoding Early Endosome Antigen 1. Further
more, the F161Y variant completely co-segregated in the family and this variant is existed in the highly c
onserved region across zebrafish to human. Resequence analysis of EEAl revealed that among additional 27 f
amilial I1gAN, six families carried the other three variants within EEAl. Frequencies of these EEAl variant
s in familial IgAN was significantly higher than those in The Human Genetic Variation Database, indicating

that EEAl gene is a susceptibility gene for Japanese familial IgAN.
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