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To the Editor:
We congratulate Ouchi et al1 for their excellent analysis of the EWTOPIA 75 (Ezeti-
mibe Lipid-Lowering Trial on Prevention of Atherosclerotic Cardiovascular Disease 
in 75 or Older) trial. Patients older than 75 years of age are of particular interest be-
cause they represents the largest group of those hospitalized for an acute coronary 
syndrome, and with the aging of the population, that number continues to grow.

Only recently, Bach et al2 reported results of IMPROVE-IT (Improved Reduction 
of Outcomes: Vytorin Efficacy International Trial) in patients older than 75 years 
of age. In this analysis, the number needed to treat by the addition of ezetimibe–
simvastatin was only 11, whereas it was 125 in patients younger than 75 years. 
These results illustrate the life-saving capacity of adding a cholesterol absorption 
inhibitor in this particular patient group. Moreover, both trials reported an unex-
pected magnitude of observed cardiovascular risk reductions by the addition of 
ezetimibe, which could not be explained by differences of low-density lipoprotein 
cholesterol between the groups.

These results, however, do not come as a surprise, because cholesterol me-
tabolism changes during lifetime: midlife is characterized by high synthesis and 
low cholesterol absorption, whereas cholesterol synthesis deteriorates with in-
creasing age.3

As early as 2006, Strandberg et al4 reported the results of the DEBATE (Drugs 
and Evidence-Based Medicine in the Elderly) study. In this study of home-dwelling 
elderly patients, low cholesterol absorption (independent from total cholesterol 
and low-density lipoprotein) was associated with fewer cardiovascular events 
and better survival. Strandberg et al concluded that patients over the age of 75 
years should be treated with an additional cholesterol absorption inhibitor such 
as ezetimibe.4

Only recently, we reported findings in a cohort representative for patients un-
dergoing cardiac catheterization in Germany with a mean age of 64 years. We 
found that low serum levels of lathosterol (a marker for endogenous cholesterol 
synthesis) correlated with cardiovascular events and all-cause mortality, whereas 
campesterol and sitosterol (markers of increased cholesterol absorption) showed a 
trend but did not reach significance yet.5

On the background of these results, testing the strategy of determining the 
ratio of campesterol to lathosterol (cholesterol absorption and synthesis, respec-
tively) before starting lipid-lowering treatment has become a necessity. We ex-
pect that this ratio will personalize and optimize lipid-lowering therapy and im-
prove cardiovascular outcomes in primary, as well as in secondary, prevention.3 
To verify this hypothesis, an analysis needs to be performed in the biobank of the 
EWTOPIA 75 cohort.
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