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Extracoronary arterial 
calcification in humans is 
increased after chronic coumarin 
treatment 
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C ardiovascular risk is higher for pa-
tients with vascular calcification. 
Vitamin K–dependent matrix Gla 
protein (MGP) is important in in-
hibiting calcification and is vita-

min K dependent. A first study showing a rela-
tionship between coumarins and extracoronary 
calcification has been performed using the da-
tabase of the southern Dutch thrombosis ser-
vices. 19 patients younger than 55 years who 
had no other cardiovascular risk factors and 
who had used coumarins for more than 10 
years were compared with 18 matched healthy 
controls. MGP was measured, and a plain x-ray 
of the thighs was taken to assess femoral arte-
rial calcifications. Univariate analysis showed a 
correlation between femoral artery calcifica-
tion and coumarin use (r = .515, P < .001) 
and plasma dp-ucMGP levels (r = .585, P < 
.001). In multiple regression analysis, coumarin 

use and dp-ucMGP levels were independently 
associated with the presence of calcification, 
and were also independent of known or ac-
cepted modifiers. 

The only studied patients in this trial are pa-
tients without other cardiovascular disease, a 
relatively young population (so no age bias), 
and this is a very strong point of it as well as the 
demonstration that coumarin use affected cal-
cification independently of other risk factors.

Even there are some limitation as study re-
sult was obtained in a relatively small and se-
lected population, or plain X-ray is not the most 
sensitive technique to detect arterial calcifica-
tion, this is the first human study which con-
clude that long-term use of coumarins is associ-
ated with enhanced extracoronary vascular 
calcification, possibly through the inhibition of 
MGP carboxylation.  


