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A study on inhibitory regulation of urotensin Il _receptor signaling by RGS
proteins: an attempt to find potential novel anti-arteriosclerotic agents

Nishiyama, Mariko

2,800,000

G (GPCR) GPCR RGS
1

RGS2 RGS3 RGS8 11
RGS

In the cardiovascular system, it is known that activation of urotensin Il /
urotensin Il receptor signaling may serve as one of pathologically important mechanisms that may lead to
cause or deteriorate various arteriosclerotic diseases. Factors that can suppress urotensin Il receptor
signaling may have anti-arteriosclerotic effects.

Urotensin 11 receptor is a G protein-coupled receptor (GPCR), and RGS proteins are intracellular negative
regulators of GPCR signaling. In the present study, some particular R4/B family RGS proteins, such as
RGS2, RGS3 and RGS8, were shown to have potent inhibitory effects on both urotensin Il and angiotensin 11
signaling. Furthermore, important regions in these RGS molecules were specified. In particular, a
C-terminal region of RGS8 was indicated to be crucial in the potent inhibitory activity. Agents that can
increase intracellular amount of these RGS protein species are expected to become novel therapeutics in
many types of arteriosclerotic diseases.
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