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Project Title: Regulation of hepatic 3-hydroxy-3-methylglutaryl coenzyme A reductase

Project Summary: The number 1 killer in the State of Florida is vascular disease. The
risk for vascular disease increases exponentially when an individual has multiple risk
factors such as smoking together with hypertension and elevated serum cholesterol
levels. The primary objectives of this project were to determine the molecular
mechanisms by which the hormones, insulin and thyroid hormone regulate the
expression of the key enzyme of cholesterol biosynthesis and the impact of these
hormones on resistance to dietary cholesterol.

Project Successes: In experimental animals deficient in either insulin or thyroid
hormone, the addition of cholesterol to the diet caused two- to three-fold elevations in
serum cholesterol levels. In normal, hormone-sufficient animals, very little (if any)
increase in serum cholesterol was observed in response to the addition of the same
amount of cholesterol to the diet. These normal animals had much higher rates of
hepatic cholesterol synthesis than the hormone deficient animals. This shows that high
rates of hepatic cholesterol synthesis confer resistance to dietary cholesterol.
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New grants based in part on BRP-funded work:
Merck

Title: Compensatory responses to ezetimibe
Project period: 09/22/04 to 09/21/05
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