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NEW TARGETS FOR CARDIOVASCULAR RISK REDUCTION IN THE METABOLIC SYNDROME: LIPOPROTEINS ARE MORE IMPORTANT THAN LIPIDS
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The metabolic syndrome (MetSyn) is characterized by high plasma levels of triglycerides and low levels of HDL cholesterol.  Although LDL cholesterol (LDL-C) is unrelated to the MetSyn, increasing number of MetSyn components were associated with a graded increase in the concentration of total LDL particles (LDL-P) and small LDL-P, and a graded decrease in the concentration of large LDL-P.  This association may derive from the severity of insulin resistance; using a euglycemic clamp technique to categorize individuals as insulin-sensitive, insulin-resistant or type 2 diabetic, more severe states of insulin resistance were associated with a progressively larger very low-density lipoprotein (VLDL) particle size, smaller LDL particle size and smaller HDL particle size.  Furthermore, insulin-resistant subjects had higher concentrations of LDL, VLDL and intermediate-density lipoprotein particles.

The conventional goal of lipid lowering treatment is to lower LDL-C levels to below 100 mg/dL; however in the Multi-Ethnic Study of Atherosclerosis 66% of the MetSyn patients had a high LDL-P (>1000 nmol/L) despite this “optimal” level of LDL-C.  As the strength of relationship between LDL-P for cardiovascular events is two-fold higher than LDL-C, LDL-P should be considered a primary goal of therapy in MetSyn patients.  Secondary considerations should be directed towards increasing low levels of HDL-P in MetSyn patients.

