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[Abstract] Objective: To investigate the effects of exogenous testosterone on cardiac function and
myocardial senescence in male mice. Methods: Twenty-eight 15-month-old male C57/BL6 mice were
divided into 4 experimental groups: placebo group, testosterone group, silent information regulator 1
(SIRT1) inhibitor EX-527 group (EX-527 group) and testosterone + EX-527 group. Echocardiography
was performed under anesthesia after treatment for 3 months. ELISA was used to detect the serum
concentration of testosterone. Senescence associated B galactosidase (SA-f-gal) of left ventricular
myocardium was measured by histochemical staining. Western blot was used to estimate the protein
expression of B-type natriuretic peptide (BNP) and Sirt1, while real-time RT-PCR was used to assay the
mRNA expression of myosin heavy chain (MYH)6, MYH?7. sarcoendoplasmic reticulum Ca’>" ATPase 2
(SERCA2) and o-skeletal actin (ACTA1). Results: Serum testosterone levels in testosterone group
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and testosterone + EX-527 group were significantly higher than those in placebo group and EX-527 group
(all P<<0. 05). Compared with the placebo group, the proportion of SA-B-gal positive areas, protein
expression of BNP, and mRNA expression of MYH7 and ACTA1 were significantly decreased, while the
protein expression of Sirtl, and mRNA expression of MYH6 and SERCA2 were significantly increased
in testosterone group (all P<C0. 05). These indexes in both EX-527 group and testosterone + EX-527
group had no significant difference as compared with placebo group, but had significant differences as
compared with testosterone group (P<C0. 05). Echocardiography results such as left ventricular end
diastolic diameter (LVEDd), interventricular septal thickness (IVST), posterior wall thickness
(PWT), left ventricular fractional shortening (LVFS) | left ventricular ejection fractions (LVEF) and
E/A value had no significant difference in each gourp (all P> 0. 05). Conclusion: Exogenous

testosterone may retard the process of myocardial senescence and ameliorate the gene expression

associsted with cardiac dysfunction in male mice by Sirtl pathway.
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