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Elucidation of the mechanism of pregnane X receptor-mediated aortic valve
ectopic calcification and demonstration of its pathophysiological significance
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The role of CD34-negative cells in human aortic valve interstitial cells

(HAVICs) obtained from the patient with aortic valve stenosis was investigated in terms of the
inhibitory effect of orengetokuto as a drug candidate on valve calcification. TNF-a induced
calcification of HAVICs under TNF-a action, but suppressed gene expression of CD34 and the
extracellular matrix proteins tenascin X (TNX) and matrix Gla protein (MGP). Overexpression of CD34
suppressed TNF-a -induced calcification while maintaining TNX and MGP gene expression.
TNX expression was lower in CD34-negative cells compared to CD34-positive cells, suggesting a role
for CD34 in suppressing HAVICs calcification by maintaining extracellular matrix protein expression.

In addition, TNF-a -induced calcification in HAVICs was significantly inhibited under the action of
orengetokuto and orengetokuto significantly suppressed elevated ALP and gene expression of BMP-2
gene.
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Aortic valve calcification
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