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Aims: To examine if pretreatment low density lipoprotein cholesterol (LDL) levels and aortic stenosis (AS) severity alter the efficacy of lipid-lowering therapy in AS patients.
Methods and Results: Asymptomatic patients with AS randomized (1:1) to 40 mg Simvastatin + 10 mg Ezetimibe combination vs. placebo and ≥2 echocardiograms in the SEAS trial. The main endpoint in this substudy was impact of randomization on the association between pretreatment LDL levels and progression in AS severity, as determined by peak aortic jet velocity and a composite cardiovascular endpoint. Treatment effect was analyzed by separating patients into quartiles of LDL levels in mild and moderate-to-severe AS (>3.0 m/sec). A total of 1,682 patients were followed for a mean of 4.4 years (7,373 patient-years of follow-up). Among patients in the highest quartile of LDL with mild AS at baseline (p=0.03 for interaction), Simvastatin-Ezetimibe was associated with lesser end of study progression in peak jet velocity (OR 0.85, 95% CI: 0.74 – 0.98, p=0.03). In a parallel analysis, Simvastatin-Ezetimibe also reduced composite endpoints in the highest quartile of LDL with mild AS at baseline (HR 0.46, 95% CI: 0.23 – 0.90, p=0.02). Conversely, there was no detectable effect of Simvastatin-Ezetimibe combination on AS progression in the other LDL quartiles with mild AS baseline (p=0.75). No effect of lipid lowering was noted in patients with moderate to severe aortic stenosis irrespective of pretreatment LDL levels (p=0.87).
Conclusion: In a non-prespecified post-hoc analysis, asymptomatic patients with mild AS and elevated LDL benefited from lipid-lowering therapy (SEAS study: NCT00092677).

