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Comprehensive genetic analysis for the patients with familial hypercholesterolemia
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We identified a pathogenic mutation in LDL receptor gene, but could not lead to
the identification of any novel genes. We conducted an international collaboration, collecting similar
cases, leading to conclude that success rate of genetic analysis was ~20%. In addition, we identified a
family with de novo mutation in LDL receptor gene, which, was the novel findings at least in the cases

with familial hypercholesterolemia in an exome-wide manner.
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Genetic Etiology discovered during initial exome sequencing analysis

A4 (highLDL)  APOB 2:21229554 c T p.A3396T

A9 (highLDL) ~ PCSK9 1:55509689 T A p.S127R

B2 (low LDL) APOB 2:21233022 T A p-K2240*

B13 (low LDL) APOB 2:21229005 G pT3579Hfs*34

C1 (low HDL) ABCA1 9:107553287 T C p.N1948S

Genetic Etiology discovered from follow-up analysis

Al (high LDL)  APOE 19:45412048  CTC = p.L167del

A10 (high LDL) APOE 19:45412048  CTC = p.L167del

A13 (high LDL) LIPA 10:90982268 G T Disruption of donor splice site
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