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            Abstract
Cardiac hypertrophy occurs as an adaptive response to increased workload to maintain cardiac function1. However, prolonged cardiac hypertrophy causes heart failure2, and its mechanisms are largely unknown. Here we show that cardiac angiogenesis is crucially involved in the adaptive mechanism of cardiac hypertrophy and that p53 accumulation is essential for the transition from cardiac hypertrophy to heart failure. Pressure overload initially promoted vascular growth in the heart by hypoxia-inducible factor-1 (Hif-1)-dependent induction of angiogenic factors, and inhibition of angiogenesis prevented the development of cardiac hypertrophy and induced systolic dysfunction. Sustained pressure overload induced an accumulation of p53 that inhibited Hif-1 activity and thereby impaired cardiac angiogenesis and systolic function. Conversely, promoting cardiac angiogenesis by introducing angiogenic factors or by inhibiting p53 accumulation developed hypertrophy further and restored cardiac dysfunction under chronic pressure overload. These results indicate that the anti-angiogenic property of p53 may have a crucial function in the transition from cardiac hypertrophy to heart failure.
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                    Figure 1: 
                        Cardiac hypertrophy, function and angiogenesis after TAC.
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Figure 2: 
                        Cardiac angiogenesis in TAC-induced hypertrophy.
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Figure 3: 
                        Role of Hif-1 in adaptive hypertrophy.
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Figure 4: 
                        Role of p53 accumulation in maladaptive hypertrophy.
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