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The development of innovative drug therapy in aortic dissection
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In this project, we investigated whether pioglitazone suppresses aortic
dissection. Unexpectedly, pioglitazone worsened the aortic dissection in mice. We hypothesized that
sodium retention by pioglitazone might be the underlying mechanism. In fact, excessive sodium intake
worsened aortic dissection through IL-17 pathway. Transcriptome analysis of aortae before the onset of
aortic dissection showed strong induction of proinflammatory genes and suppression of extracellular
matrix genes. Deletion of IL-17 gene resulted in the augmented expression of extracellular matrix genes
and enhanced collagen deposition. From these results, we concluded that IL-17 suppresses the
extracellular matrix synthesis, which in turn worsens aortic dissection. We will continue to explore the
mechanism of aortic dissection, focussing on the roles of IL-17 and extracellular matrix.
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