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We hypothesized that a downregulation of the cardiac ATRAP to angiotensin II type 1
receptor ratio is involved in the pathogenesis of cardiac hypertrophy. To examine this
hypothesis, we next generated transgenic mice expressing ATRAP specifically in
cardiomyocytes under control of the o -myosin heavy chain promoter. In cardiac-specific
ATRAP transgenic mice, the development of cardiac hypertrophy, activation of p38
mitogen—activated protein kinase, and expression of hypertrophy-related genes in the
context of angiotensin Il treatment were completely suppressed, in spite of there being
no significant difference in blood pressure on radiotelemetry between the transgenic mice
and littermate control mice. These results demonstrate that cardiomyocyte—specific
overexpression of ATRAP in vivo abolishes the cardiac hypertrophy provoked by chronic
angiotensin II infusion, thereby suggesting ATRAP to be a novel therapeutic target in
cardiac hypertrophy.
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