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Analysis _of mechanisms of overexpression of angiotensin converting enzyme and heart
failure in transgenic mice of miRNAs
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Dilated cardiomyopathy is one of the intractable diseases. microRNAs are small
molecules, which were discovered around two decades ago, and have turned out to be involved in many human
diseases. We generated the transgenic mice that expressed miR-143/145 in the heart muscles, and found
that they died due to the human-like dilated cardiomyopathy.

The expression of angiotensin converting enzyme (ACE) increased in their hearts and ACE inhibitor
significantly improved the condition of the mice. In addition, while ACE2 expression was also increased,
the MAS1 receptor was clearly downregulated. These data imply that the dysregulation of key molecules of
angiotensin metabolism might be involved in the pathology of these mice. Furthermore, we found that one
glycolysis enzyme, hexokinase 2(HK2), was dramatically decreased in the hearts of the mice, and the
expression of key molecules of autophagy was disturbed, suggesting the disorder of autophagy might be
involved in this pathology.
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