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addition to functioning as a mediator
of vasoconstriction and tissue injury in
renal disease, exerts direct effects on
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renal tubular cells and juxtaglomerular
cells that may contribute to abnormal
renal function and renal pathology.
Endothelin-1 is elevated in renal
disease in a number of species,
Including humans. The mechanism(s)
by which endothelin-1 modulates renal
function are not yet defined. At low
concentrations, endothelin-1 increases
intracellular calcium ([Ca2+]i) and
nitric oxide (NO) in renal tubular and
juxtaglomerular cells, effects that may
modulate glomerular hemodynamics
and renal tubular electrolyte and fluid
transport. The effect of endothelin-1 to
stimulate [Ca2+]i and NO may be
modulated by protein kinase C.
Endothelin-1 has been reported to act
directly on renal tubular cells to
stimulate sodium and water excretion
through a cyclic AMP and cGMP-
dependent mechanism that appears to
be mediated via interaction of
endothelin-1 with ETB receptors. The
aims of this grant proposal are
threefold. First, | will characterize the
effect of endothelin-1 to alter kidney
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function in the rat. | will determine the
effects of endothelin-1 to regulate
renal function when administered i.v.
or i.p. Second, | will determine the
effect of endothelin-1 to elevate kidney
[Ca2+]i. Third, | will determine the
effect of ET receptor antagonists to
reverse the effects of endothelin-1 to
elevate renal [Ca2+]i. These studies
will be performed using in vivo
microdialysis. Effects of end
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election in Indiana The 1896 United
States presidential election in Indiana
took place on November 3, 1896. All
contemporary forty-eight states were
part of the 1896 United States
presidential election. Indiana voters
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College, which selected the president
and vice president. Indiana was won by
the Republican nominees, former U.S.
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