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Although cyclic AMP response element binding protein (CREB) plays an important role for the survival of neuronal
cellsand T lymphocytes, the role of CREB in vascular smooth muscle cells (VSMC) has not been determined. We
examined the role of CREB in angiotensin |1 (Angll)-stimulated VSMC. Activation of CREB was examined by Western
blot analysis with an antibody that specifically recognizes the phosphorylation of serine 133, a critical marker for the
activation of CREB. Angll induced phosphorylation of CREB, which was blocked by CV11974, an Angll type | receptor
(AT1-R) antagonist, suggesting that AT1-R mediates the phosphorylation of CREB. Inhibition of ERK kinase by PD98059
or inhibition of p38BMAPK by SB203580 partially inhibited Angll-induced CREB phosphorylation. Inhibition of epider-
mal growth factor-receptor (EGF-R) by AG1478 suppressed the Angll-induced CREB phosphorylation. Overexpression
of dominant negative form of CREB by an adenovirus vector suppressed Angll-induced incorporation of [*H]-leucine to
VSMC and neointimal formation by balloon injury of rat carotid artery. These findings suggest that CREB is a novel
redox-sensitive transcription factor activated through transactivation of the EGF receptor and MAPK pathways. The
activation of CREB plays an important role in the hypertrophy and proliferation of VSMC, and may be involved in the
cardiovascular remodeling process. (J. Jpn. Call. Angiol., 2003; 43: 53-57)

February, 25, 2003 57



