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The low density lipoprotein (LDL) receptor plays an important role in
cholesterol homeostasis. A mutation in this gene causes the autosomal dominant
disorder namely familial hypercholesterolemia (FH) and is associated with coronary
heart disease (CHD). Mutations in the LDL receptor gene are very heterogeneous at
the molecular level. However, more than four hundred mutations have been described.
The identification of the specific mutation causing an inherited disease is the
framework for the development of DNA based tests for screening relatives. In this
study, the initial mutation screening was performed by polymerase chain reaction-
restriction fragment length polymorphisms (PCR-RFLP) in exon 9 of the LDL receptor
gene. We found a homozygote using this technique. In addition, exons 1, 6, 8, 9 and
13 were screened by single strand conformation polymorphism (SSCP) analysis.
Following this strategy, seven different SSCP patterns were detected in high
cholesterol level subjects. Subsequently, a different SSCP pattern in exon 9 was
characterized by automated DNA sequencing. A heterozygote was found in this exon.
This was due to a T to C transition at nucleotide 1241. This novel mutation causes a
methionine substitution with threonine at position 391 of the epidermal growth factor
(EGF) precursor homology domain.
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