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New therapeutic strategies for diastolic heart failure using extracellular
matrix
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In this experiment, we investigated the mechanism of cardiac fibrosis
mediated by NOX1/NADPH oxidase (NOX1). NOX1 exacerbates cell injury induced by antitumor drugs and
inhibits the production of cardiac fibroblast inhibitory factors in H9c2 cells, a rat cardiomyoblast

cell line. The increased proliferation of cardiac fibroblasts induced by transforming growth
factor-B or fetal bovine serum was significantly suppressed when cardiac fibroblasts were exposed
to homogenates from Noxl-disrupted H9c2 cells, but not from wild-type cells. In Noxl-disrupted H9c2
cells, the expression of Podn-B, one of the splice variants of Podocan, an extracellular matrix
molecule, was up-regulated. The suppressed proliferation was significantly restored when the
homogenates from Podn-B-disrupted H9c2 cells were exposed to_cardiac fibroblasts. In addition,
cardiac diastolic dysfunction and cardiac hypertrophy were significantly improved in NOX1-deficient
mice in an HFpEF model.
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