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Pathophysiological role of uridine adenosine tetraphosphate in diabetic vasculopathy
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We have assessed responses to Up4A, a novel endothelium-derived contracting factor

, shown by renal arteries (RAs) from type 2 diabetic Goto-Kakizaki (GK) rats. Up4A-induced contraction wa
s greater in RA from the GK (vs. age-matched Wistar control). Inhibition of nitric oxide synthase increase
d the response to Up4A, whereas cyclooxygenase (COX) inhibition, antagonism of thromboxane (TX) receptor (
TP) and P2 receptor decreased the response. In GK RA (vs. Wistar) ,COXs expression and TP agonist-induce
d contraction were greater, whereas the production of TXA2 by Up4A did not differ between groups.

Our data indicate that the Up4A-induced contraction is closely associated with activation of COX/TP recep
tor axis. Clarifying the signal transduction and control of vascular tone by Up4A may be of significance t
o understanding the patho- physiology and advancing treatment of diabetes-associated vascular complication
S.
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Figure 1. UpsA and Up,A-induced contraction in various arteries from
DOCA-salt hypertensive rats.
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