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            Abstract
Cell therapy is emerging as a promising strategy for myocardial repair. This approach is hampered, however, by the lack of sources for human cardiac tissue and by the absence of direct evidence for functional integration of donor cells into host tissues. Here we investigate whether cells derived from human embryonic stem (hES) cells can restore myocardial electromechanical properties. Cardiomyocyte cell grafts were generated from hES cells in vitro using the embryoid body differentiating system. This tissue formed structural and electromechanical connections with cultured rat cardiomyocytes. In vivo integration was shown in a large-animal model of slow heart rate. The transplanted hES cellâ€“derived cardiomyocytes paced the hearts of swine with complete atrioventricular block, as assessed by detailed three-dimensional electrophysiological mapping and histopathological examination. These results demonstrate the potential of hES-cell cardiomyocytes to act as a rate-responsive biological pacemaker and for future myocardial regeneration strategies.
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                    Figure 1: Morphological and functional characterization of the hES cardiomyocytes.[image: ]


Figure 2: Functional integration in the cocultures.[image: ]


Figure 3: Persistent electromechanical coupling in the cocultures.[image: ]


Figure 4: ECG recordings in one of the animals with complete atrioventricular block.[image: ]


Figure 5: Electroanatomical mapping and pathological correlation of the new ectopic rhythm.[image: ]


Figure 6: Histological examination of the site of earliest electrical activation.[image: ]
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