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Abstract: Objective To investigate the possible mechanism of Xinyang tablet on improving the cardiac function in
heart failure mice by regulating receptor for activated glycation end products (RAGE)-mediated autophagy. Methods
Sixty C57BL/6) mice were randomly divided into Sham operation group, model group, 3-methyladenine group
(15 mg-kg') and low, medium, high dosages of Xinyang tablets groups(455, 910, 1 820 mg-kg™'). In addition,
ten mice confirmed to be RAGE™ by genotyping were taken as a RAGE knock—out group. Heart failure mice model

were induced by Transverse Aortic Constriction (TAC). According to the dosages above, mice were given intragastric
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administration or intraperitoneal injection once a day for 4 weeks, while the Sham operation group, RAGE knock—
out group and the model group were gavaged the same volume of normal saline. We evaluated the cardiac function of
mice by cardiac Doppler ultrasound, and left ventricular ejection fraction (LVEF) and left ventricular fraction
shortening (LVFS) were measured. The degree of fibrosis in heart of mice was observed by Masson staining. The
expression of RAGE and autophagy—related proteins Beclin—1 and LC3BII/I were detected by Western Blot. Results
Compared with the Sham operation group, the LVEF and the LVFS of the model group were significantly decreased
(P <0.05). The degree of myocardial fibrosis was significantly aggravated (P < 0.05). Moreover, the expression of
Beclin—1 and LC3BII/I were increased (P <0.05). As compared with the model group, the cardiac function showed
significant improvement in all dosage groups of Xinyang tablets, RAGE knock—out group and 3MA group (P <0.05).
The degree of myocardial fibrosis was significantly reduced (P < 0.05). The levels of Beclin—1 and LC3B protein
expression were decreased in these groups (P < 0.05). Conclusion Xinyang tablets can effectively improve cardiac
function in mice with heart failure by regulating RAGE-mediated autophagy.
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Figure 2 Effects of Xinyang tablets on myocardlal fibrosis in heart failure mice(Masson staining, %200; x s, n=10)
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Figure 3 Effects of Xinyang tablets on RAGE, Beclin—1 and LC3BII/I protein expression of myocardial tissue in heart failure mice
(x+s, n=10)
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