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Abstract:

HDL cholesterol (HDL-C) levels are inversely correlated with the risk of CHD. HRT affects HDL-C levels, with estrogen increasing and progestins lowering HDL-C levels. To determine the mechanism responsible for these effects of estrogen and progestin on HDL-C, we performed a double blind, randomized, stable isotope kinetic study of apo A-I, the major protein component of HDL, in 7 healthy postmenopausal women. The study comprised three 8-week long phases: placebo, conjugated equine estrogen (CEE, 0.625 mg/day), and CEE plus medroxyprogesterone acetate (MPA, 2.5 mg/day). Compared with placebo, treatment with CEE alone resulted in a 20% increase in apo A-I pool size due to a significant increase  (+47%) in apo A-I production rate (PR). Compared to CEE alone, treatment with the CEE + MPA combination resulted in an 8% reduction in apo A-I pool size due to a significant reduction in apo A-I production rate (-13%), without changes in apo A-I fractional catabolic rate (FCR). We conclude that estrogen replacement increases apo A-I production, while the progestin component in HRT has an opposite effect by reducing the production of apo A-I. These results may in part explain the lack of protection from CHD during combination HRT.
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