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Elucidation of the pathophysiology of cancer cachexia-induced cardiac _
dysfunction and development of novel therapeutic approaches using exercise and
nutrition interventions.
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The purpose of this study was to elucidate the pathogenesis of cardiac
dysfunction in a mouse model of cancer cachexia in which 85As2 human gastric cancer cell line was
transplanted, and to examine the possibility of improving such cardiac dysfunction through
nutritional support. We found that the ubiquitin-proteasome system is upregulated in the myocardium
of cancer cachexia model mice, and that this upregulation is suppressed by the application of
spontaneous exercise. In addition, surgical resection of the tumor markedly improved cancer cachexia

symptoms, suggesting that 85As2-derived factors probably play an important role in the development
of cancer cachexia and cardiac dysfunction. The effect of flavonoids on the enhancement of the
ubiquitin-proteasome system is currently under investigation.
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