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Impact of Impaired Fasting Glucose on Cardiovascular Disease
Levitsky et al. J Am Coll Cardiol 2008;51:264-70.
Background:  The American Diabetes Association introduced the concept of impaired fasting glucose (IFG) in 1997 as a way to identify those at increased risk of developing diabetes.  The risk of developing CVD was not taken into consideration.  The original lower limit of IFG (110mg/dl) was changed to 100mg/dl in 2003.  Since then, few studies have examined the impact of the new definition on CVD risk, and those that have, have found no relationship between IFG and increased CVD risk.  The aim of this study was to compare the ability of the 2003 and the 1997 IFG definitions to predict future CV events.  
Methods:  Framingham Offspring participants who were free of CHD, CVD, and/or diabetes at baseline and had their index exam between 1983 and 1998 were followed until their exam in 1998 to 2001 or until they developed the primary outcome of CHD, CVD, and/or diabetes.  CHD included MI, angina, and CHD death.  CVD included any CHD event, CVA, TIA, claudication, CHF, or CVD death.  Diabetes was defined as fasting plasma glucose (FPG) ≥126mg/dl or taking insulin/oral hypoglycemic agents.  Three models were examined: 1) FPG 100-125 compared to a referent group of <100.  2) FPG 110-125 compared to a referent of <110.  3) FPG 100-109 and FPG 110-125 compared to a referent of <100.
Results:  Overall, there were 4,058 subjects, 53% women, with a mean age of 49.  The OR of CHD in women using the 2003 definition (model 1) was 1.7% (95% CI 1.0 to 3.0) and using the 1997 definition (model 2) was 2.2% (95% CI 1.1 to 4.4).  Women with a FPG 110-125 had a 2.5% OR of CHD (95% CI 2.1 to 5.0), similar to women who already had diabetes (OR 2.5, 95% CI 1.2 to 5.2), whereas women with a FPG 100-109 did not have a significantly increased OR, suggesting that much of the increase in CHD is driven by those with a FPG 110 to 125.  Conversely, in men there was no significant difference in the OR of CHD by either the 2003 or 1997 definition.  Similar trends for both sexes were observed for CVD, except that only the 1997 definition was predictive of CVD in women.  Both definitions were predictive of developing diabetes in both sexes, although the risk was greater with the 1997 definition.
Conclusions:  Both the 2003 and 1997 IFG definitions are predictive of CHD in women, but not in men.  For any given glycemic category, women have a greater relative odds of CHD and CVD as compared with men, although men have greater absolute event rates.  In fact, the odds for women with FPG 110 to 125 are similar to women with diabetes, suggesting that CVD risk in women may occur at a lower glucose level compared with men, and raising the question of whether sex-specific cut points for IFG should exist.  
