Factor Xa Inhibitors for Primary Prevention of Atherosclerotic Events
Atherosclerosis is a leading cause of morbidity and mortality, and additional treatments are
needed.
Low Factor X Levels May Prevent Atherosclerotic Plaque
Factor X is a key step on the coagulation cascade leading to fibrin (blood clot) formation. A
small segment of the population is deficient in Factor X. After two brothers with Factor X
deficiency in their late 60's had coronary calcium scans, they had zero detectable plaque,
despite decades of one brother having elevated lipids and a BMI over 30. A possible
explanation was their hereditary, mild Factor X deficiencies.
There is evidence that low Factor X levels might prevent atherosclerotic plaque:
● Factor Xa inhibitors have been shown to prevent plaque in mice and play a
significant role in mediating cellular signaling effects associated with the
initial development of atherosclerosis in humans (Zhou, Moran and Spronk).
● The prevalence of plaque in patients and/or cardiovascular events from atherosclerosis
are directly correlated with lower or higher clotting factors. (Shoenfeld,
Spiel, Kamhuisan, Angelini, Mega and Dogliotti)
● Coronary artery calcification (CAC), a measure of atherosclerotic plaque, increases
with age and has been shown to be a reliable predictor of mortality and
cardiovascular risk (Budoff , Nakanishi and Carr).
● Studies have shown that Factor Xa inhibitors can slow or even reverse the
progression of coronary artery calcification, and that this beneficial effect is
greater than with warfarin (Cabral, Dogliotti, Mega, Ruff, Caluwé and Janssen).
These studies and others found fewer cardiovascular events in study participants who
received a low dose of a Factor Xa inhibitor (sometimes with aspirin) rather than older
anticoagulants or a placebo.
We propose that Factor Xa inhibitors may be a useful treatment to prevent and
reduce atherosclerotic lesions.
This proposal is based on evidence that Factor X may trigger acute inflammatory responses
that lead to leukocyte migration, and ultimately plaque formation. Thus, inhibition of Factor
Xa is expected to reduce atherosclerosis.
The potential of Factor Xa inhibitors for primary prevention is clear. There is evidence that a
clinically effective dose of a Factor Xa inhibitor will not result in a significant increase in
bleeding (Agnelli).
Adams Pharmaceuticals has patent applications on the use of Factor Xa inhibitors for the
treatment and prevention of atherosclerosis. Contact us for additional information.
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