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Background:Lifelong exercise training maintains a youthful compliant left ventricle (LV), while a year of exercise training started later in life fails
to reverse LV stiffening, possibly because of accumulation of irreversible advanced glycation endproducts (AGE). Alagebrium breaks AGE crosslinks
and improves LV compliance in animals. However, it is unclear whether one year of exercise with alagebrium could improve LV compliance in older
humans.

Methods: 62 healthy subjects were stratified into 4 groups: a) Sedentary+placebo; b) Sedentary+Alagebrium 200mg/day; c) Exercise+placebo;
and d) Exercise+Alagebrium. Subjects underwent invasive measurements with right heart catheterization to define Starling and LV pressure-volume
curves; secondary functional outcomes included cardiopulmonary exercise testing and arterial stiffness. Fifty seven/62 subjects (676 yrs;37f/20m)
completed one year of intervention followed by repeat measurements. Pulmonary capillary wedge pressures and LV end-diastolic volumes were
measured at baseline, during decreased and increased cardiac filling. LV compliance was assessed by the slope of LV pressure-volume curve.

Results: After intervention, LV mass and exercise capacity were increased by exercise training, but not by alagebrium. Alagebrium showed a modest
improvement in LV compliance (Medication*Time p=0.04), with the most prominent improvement observed in Exercise+Alagebrium (by 20%,
p=0.07).This change in LV stiffness was equivalent to that from early to late middle-age (~15 years) in healthy aging. Starling curves and arterial
stiffness were unaffected in all groups.

Conclusion: Alagebrium by itself had no effects on hemodyanmics, LV geometry, or exercise capacity. Alagebrium might have favorable effects on
LV compliance and modestly reverse the age-associated LV stiffening when combined with exercise training.





