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We investigated whether aldosterone breakthrough occurs in human adrenocortical H295R
cells 7n vitro. We recently reported that bone morphogenetic protein (BMP)—6 enhances
Ang II-induced aldosterone production in human adrenocortical cells. Ang II stimulation
was blocked by an ARB, candesartan. Interestingly, the candesartan effects on Ang

IT-induced aldosterone synthesis was attenuated in a course of candesartan treatment for
15 d. The impairment of candesartan effects on Ang II-induced aldosterone production was
also observed in Ang II- or candesartanpretreated cells. BMP-6 enhancement of Ang

II-induced ERK1/2 signaling was resistant to candesartan. The BMP-6-induced Smadl, -5,
and -8 phosphorylation was augmented in the presence of Ang II and candesartan in the
chronic phase. Chronic Ang 11 exposure decreased cellular expression levels of BMP-6 and
its receptors mRNAs. Cotreatment with candesartan reversed the inhibitory effects of Ang
IT on the expression levels of these mRNAs. The breakthrough phenomenon was attenuated
by neutralization of endogenous BMP—6 and activin receptor—like kinase—2. Collectively,
these data suggest that changes in BMP-6 availability and response may be involved in
the occurrence of cellular escape from aldosterone suppression under chronic treatment

with ARB.
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