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THE EFFECT OF RALOXIFENE ON NEW MARKERS OF CARDIOVASCULAR RISK 
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Purpose: CRP is an independent risk factor for future cardiovascular events; the role of homocysteine is less clear. Estrogen therapy increases CRP but decreases homocysteine.  Raloxifene, a selective estrogen receptor modulator, is associated with improved patients’ compliance compared to estrogen. Estrogen therapy has shown no benefit in muptiple randomized controlled trials; conversely, the MORE trial recently reported a decrease in coronary events, in women at high risk, treated with raloxifene. Statin therapy is the gold standard for both primary and secondary prevention in women with hypercholesterolemia.Methods: We treated 12 hypercholesterolemic women with coronary artery disease with simvastatin (20 mg) and raloxifene (60 mg) in a randomized, cross-over study. Each treatment period was 8-week long with a 4-week wash-out interval between treatments. At the end of each treatment period, plasma CRP and homocysteine levels were evaluated. Results are expressed as mean +/-SEM. We compared our results with repeated measures ANOVA and used the Tukey test for post-hoc analysis.Results: Raloxifene decreased CRP levels (p=0.02) whereas simvastatin had no effect; none of the treatments modified homocysteine levels.
     baseline
 simvastatin
raloxifeneCRP (mg/L)   3.29+/-0.71  3.28+/-0.74
2.28+/-0.41*Homocysteine 11.31+/-1.19 11.22+/-1.26
10.94+/-1.05(micromol/L)*p<0.05 vs baselineConclusion: Raloxifene significantly reduces CRP levels but has no effect on homocysteine, at least at this dose. It remains to be determined whether these effects influence cardiovascular outcome; a randomized trial of raloxifene in postmenopausal women with coronary artery disease is currently ongoing.   

