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Objectives: To determine if the association between the CCTC haplotype in the LPA locus and coronary heart disease (CHD) could be explained by the 4399Met allele of LPA. 
Background: The LPA gene encodes apolipoprotein(a), a component of lipoprotein(a). Carriers of the 4399Met allele of LPA, compared with noncarriers, have increased risk of CHD and higher levels of plasma Lp(a). This excess risk that was shown to be eliminated by aspirin therapy. Recently, a CCTC haplotype in the LPA locus was reported to be associated with increased risk of CHD. This haplotype has a frequency and risk estimate for CHD that are similar to those of the 4399Met allele. 
Methods and Results: In a case-control study of CHD, we inferred the haplotypes defined by 5 SNPs (the 4 SNPs of the CCTC haplotype and Ile4399Met) and estimated the risk for CHD of each haplotype. We found that Ile4399Met split the CCTC haplotype into 2 haplotypes: CCCTC and CCTTC. The CCCTC haplotype, which included the 4399Met risk allele, was associated with increased risk of CHD, [odds ratio (OR) = 1.68, 95%CI = 1.05-2.68]; in contrast, the CCTTC haplotype, which included the non-risk allele of Ile4399Met, had an OR of 0.30 (95%CI = 0.06-1.59). 
Conclusion: We found no evidence that the CCTC haplotype was associated with CHD independently of the 4399Met risk allele, and the most parsimonious explanation for the association of the CCTC haplotype with risk of CHD is the frequent co-incidence of the haplotype and the 4399Met allele.

