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ABSTRACT

Familial hypercholesterolemia (FH) is an autosomal dominant inherited disease
characterized by elevated cholesterol levels. Studies have shown that polymorphism
in the LDLR gene is one of the contributor of FH. Two polymorphisms were
detected in exon 10 in this study done in twelve subjects. 29209G>A SNP was
detected in 50% of the samples. A probable novel SNP 29326A>G was detected in
only 8% of the samples. SNPs 29209G>A and 29326A>G were both synonymous
with no change in amino acid. For future plan, allele specific polymerase chain
reaction (AS-PCR) can be done to validate the SNPs. Further studies need to be
done to increase the understanding of genetic factors that contributes to
hypercholesterolemia among the Malaysians.
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CHAPTER 1

INTRODUCTION

1.1 Background of study

Familial Hypercholesterolemia (FH) is an autosomal dominant inherited diseases
which is characterised by elevated cholesterol level (Michael S. Brown, Hobbs, &
Goldstein, 2001). It is associated with the presence of xanthomas and early
development of coronary heart diseases (CHD). FH can be classified into
heterozygous FH and homozygous FH (Austin, Hutter, Zimmern, & Humpbhries,
2004). Homozygous FH expresses more severe phenotype compared to
heterozygous FH. It has more incidence of xanthomas and much early occurrence of
CHD (Michael S. Brown et al., 2001). Although more severe phenotype expressions
such as much higher cholesterol levels is usually present in homozygous FH, they
rarely occur usually one in every million (Goldberg et al., 2011). Heterozygous FH
is more common with prevalence of one in every 500 individuals (Michael S. Brown
et al., 2001). Although many studies have been done about FH, most of them were
done in the Western population, there are not many studies done among the Asian

population especially among Malaysians (Livy & Lye, 2011).

FH is commonly associated with the occurrence of CHD. An estimated number of
200,000 people with FH died due to CHD (Civeira, 2004). This is due to an increase

rate of atherosclerosis that would eventually lead to CHD (Junyent et al., 2010). FH



