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The effect _and regulation mechanism of endothelin and nitric oxide specific in
human proximal tubule
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We found that Angiotensin Il (Angll) induces a dose-dependent profound
stimulation of human proximal tubule (PT) transport by type 1 Angll receptor (AT1)-dependent
phosphorylation of ERK. In PTs of wild-type mice, NO/cGMP/cGKII pathway mediated the inhibitory effect of
Ang I, while MEK/ERK pathway mediated the stimulatory effect. Conversely, in human PTs, the NO/cGMP/ERK
pathway mediated the stimulatory effect of An? I1. The intracellular Ca2+ did not have any effect on PT
transport in mice, but dose-dependently stimulated human PT transport. Endothelin (ET), like Angll,
induced very subtle biphasic effect on mice PT, while induced a dose-dependent strong stimulation of
human PT transport. These contrasting responses to the NO/cGMP pathway may largely explain the different
modes of PT transport regulation by Angll, and the unopposed marked stimulation of PT transport by high
intrarenal concentrations of Angll may be an important factor in the pathogenesis of human hypertension.
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