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Silent Information Regulator 1 Was Involved in Edaravone-induced Myocardial Pro-
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[ ABSTRACT] Aim  To explore the roles of silent information regulator 1 (Sirtl) in edaravone (EDA)-induced my-
ocardial protection in isoprenaline (ISO)-damaged H9¢2 cardiomyocytes. Methods H9c2 cardiomyocytes were trea-
ted with ISO to establish an in vitro model of myocardial injury induced by persistent beta-1 adrenergic receptor excitement.
Prior to the treatment with ISO, EDA was administered to test its protection.  To clarify the roles of Sirtl, a selective
inhibitor Sirtinol was used before ISO or EDA.  Cell viability, lactate dehydrogenase (LDH) release, intracellular malon-
dialdehyde (MDA) content, Sirtl protein and glucose-regulated protein ( GPR78) (an endoplasmic reticulum stress pro-
tein) expressions were measured. Results  Treatment with ISO reduced viability and Sirtl expression, raised LDH re-
lease from H9¢2 cardiomyocytes.  Preconditioning with 20 pwmol/L Sirtinol for 30 min significantly attenuated the cell inju-
ry induced by treatment with 80 pwmol/L ISO for 48 h (P <0.01). Preconditioning with 40 pmol/L. EDA partially de-
creased ISO-induced downregulation of Sirtl (P <0.01). In addition, pretreatment with EDA exhibited obvious cardiac
protection, evidenced by increased viability (P <0.01), suppressed LDH release (P <0.01), MDA generation (P <
0.01) and GRP78 expression (P <0.01). These protective effects were markedly impeded by pretreatment with 20
pmol/L Sirtinol for 30 min. Conclusion Sirtl participates in EDA-induced myocardial protection against ISO-caused

injury in H9¢2 cardiomyocytes.
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Figure 1. Effects of different concentrations of isoprenaline

on the expression of silent information regulator 1 in

H9c2 cardiomyocytes
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Figure 2. Effects of pretreatment with edaravone on ISO-

induced downregulation of Sirtl in H9c2 cardiomyocytes
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Table 1. Effect of pretreatment with edaravone on ISO-in-

duced downregulation of Sirtl in H9¢2 cardiomyocytes

|

Sirtl/B-actin

X HE2H 1.021 + 0.173
1SO Ab3ZH 0.325 = 0.091
EDA +1S0 #H 0.582 + 0.116"
EDA 4 1.083 + 0.192

a I P<0.01, 55X BAAAMEL ;b A P <0.05,5 1SO A PRA HLER
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Table 2. Effects of indicated treatments on viability, intracellular malondialdehyde content and glucose-regulated protein 78

expression in H9¢2 cardiomyocytes

| YHARAE TG R LDH F&jik MDA 1 (mol/g) GRP78/B-actin
X B2 100% 5.6% = 1.4% 1.032 + 0.203 0.628 + 0.106
1SO 4hFRZH 50.3% + 5.6%" 19.3% =+ 5.8%" 2.143 + 0.190° 1.098 + 0.125°
EDA + ISO 4 74.1% + 9.2%" 11.4% + 4.6%" 1.460 = 0.152" 0.449 = 0.102"
Sirtinol + EDA + IS0 41 57.3% + 6.9%" 18.2% + 3.7%" 2.017 + 0.161° 0.738 + 0.091°
EDA 4 104.2% =+ 10.5% 5.4% + 2.6% 0.987 + 0.186 0.632 = 0.117
Sirtinol £ 101.3% = 7.7% 5.7% =+ 1.9% 1.125 + 0.197 0.729 =+ 0.138

a N P<0.01, 5% B4 HE ;b P <0.01,5 1SO ALFRZH H# ;¢ P <O0.
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YESLHEFF 48 h,

Figure 3. Effects of indicated treatments on the expression

of glucose-regulated protein 78 in H9c2 cardiomyocytes
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