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Abstract

Familial hypercholesterolemia (FH, ICD-10 code E78.0) is an autosomal dominant disorder that causes severe
elevations in total plasma cholesterol and low density lipoprotein cholesterol (LDLC), and is associated with a
high risk for premature coronary artery disease (CAD). It is caused mainly by mutations, single nucleotide
polymorphisms (SNPs), large deletions or insertions in the LDLR, APOB or PCSK9 genes. Over 1,500 genetic
variants have been identified in the LDLR gene so far, as reported by British Heart Foundation (BHF) based on
studies done mainly in the Caucasian population. However, there are not many genetic variants of LDLR gene
documented in Malaysian population. The current method of FH diagnosis is based on clinical criteria, which only
make the diagnosis when the disease is at an advanced stage. In the present study, we are investigating the FH-
causing genetic variants on LDLR in Malaysian cohort. Thus far, we have identified eight single nucleotide
mutations/SNPs in clinically diagnosed FH patients by DNA sequencing. The eventual goal of the project is to
devise a microarray-based diagnostic tool which will aid in the screening and early diagnosis of Malaysian FH
patients, and thus providing a more effective means for disease management.
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