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            Abstract
In the European Project on Genes in Hypertension (EPOGH), we investigated in three populations to what extent in a family-based study, left ventricular mass (LVM) was associated with the Câˆ’532T and Gâˆ’6A polymorphisms in the angiotensinogen (AGT) gene. We randomly recruited 221 nuclear families (384 parents and 440 offspring) in Cracow (Poland), Novosibirsk (Russia), and Mirano (Italy). Echocardiographic LVM was indexed to body surface area, adjusted for covariables, and subjected to multivariate analyses, using generalized estimating equations and quantitative transmission disequilibrium tests in a population-based and family-based approach, respectively. We found significant differences between the two Slavic centres and Mirano in left ventricular mass index (LVMI) (94.9 vs 80.4 g/m2), sodium excretion (229 vs 186 mmol/day), and the prevalence of the AGT âˆ’6A (55.7 vs 40.6%) and âˆ’532T (16.8 vs 9.4%) alleles. In population-based as well as in family-based analyses, we observed positive associations of LVMI and mean wall thickness (MWT) with the âˆ’532T allele in Slavic, but not in Italian male offspring. Furthermore, in Slavic male offspring, LVMI and MWT were significantly higher in carriers of the âˆ’532T/âˆ’6A haplotype than in those with the âˆ’532C/âˆ’6G or âˆ’532C/âˆ’6A allele combinations. In women, LVMI was neither associated with single AGT gene variants nor with the haplotypes (0.19<P<0.98). In Slavic offspring carrying the AGT âˆ’532C/âˆ’6G or âˆ’532C/âˆ’6A haplotypes, LVMI significantly increased with higher sodium excretion (+3.5 g/m2/100 mmol; P=0.003), whereas such association was not present in âˆ’532T/âˆ’6A haplotype carriers (P-value for interaction 0.04). We found a positive association between LVMI and the AGT âˆ’532T allele due to increased MWT. This relation was observed in Slavic male offspring. It was therefore dependent on gender, age and ecogenetic context, and in addition it appeared to be modulated by the trophic effects of salt intake on LVM.
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