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Genetic Analysis of Familial Hypercholesterolemia using Whole-exome Sequence
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Familial hypercholesterolemia (FH) is used to be recognized as a simple
autosomal dominant monogenic dosorder caused by low-density lipoprotein receptor gene mutation.
Recently, it has been recognized the pathophysiology of polygenic FH; an accumulation of common
small-effect-sized variants in a single individual.

We recruited and genotyped clinically diagnosed FH (CDFH) patients from the Kanazawa University FH
registry and controls from the Shikamachi Health Improvement Practice genome cohort. We calculated
PRS from 3.6 million variants of each participant for LDL-C (PRSLDLC) using a genome-wide
association study summary statistic from the BioBank Japan Project. We tested a total of 1223
participants for the analyses. PRSLDLC was significantly higher in mutation negative CDFH patients

than in controls. PRSLDLC was also significantly linked to LDL-C in controls but not in FH patients.
However, PRSLDLC may have little additional effect on LDL-C and CAD among FH patients.
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