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Effect of spironolactone and valsartan on expression of the active forms of mitogen-

activated protein kinases in myocardium of spontaneously hypertensive rats

HU Gang-ying, WANG Jin-ming, JIANG Hong, DENG Han-hua, LIANG Yuan-hong ( Department of Cardiology, Renmin
Hospital of Wuhan University, Wuhan 430060, China)

Abstract; Objective To investigate the the role of spironolactone and valsartan in the expression of the
dually phosphorylated active forms of mitogen-activated protein kinase family ( MAPKs) [ the extracellular sig-
nal-regulated kinase (ERK) , c-Jun NH,-terminal kinase ( JNK), p38 ] in myocardium of spontaneously hyper-
tensive rats (SHR). Methods Six-week male SHRs were ramdomly assigned to administrate Spironolactone at
dose of 20 mg « kg ™' + d™', or Valsartan of 30 mg » kg ' » d ' or saline water that served as positive control
(n =6 in each group) for 13 weeks. Six Wistar Kyoto rats ( WKY ) were used as normal control. Phosphoryla-
tion of MAPKs were assessed by Western blotting with phosphospecific antibodies. Results  The ratio of phos-
pho-JNK/actin in SHR control group was the highest among all groups ( P <0.01), and that of valsartan group
was higher than that of spironolactone group and WKY group (P <0.01). There was no significant difference
between spironolactone group and WKY group( P >0.05). The ratio of phospho-ERK/actin in valsartan group
and spironolactone group was lower than that in SHR control group( P <0.01 ), but higher than that in WKY
group( P <0.01). The difference between valsartan group and spironolactone group was not remarkable ( P >
0.05). The ratio of phospho-p38/actin in spironolactone group was similar to that in SHR control group (P >
0.05) , and that in valsartan group was higher than that in WKY group (P <0.01), but lower than that in SHR
control group and spironolactone group (P <0.01). Conclusion These findings show that aldosterone pro-
motes hypertrophy, cardiac remodeling and fibrosis, independent of blood pressire. Mineralocorticoid receptor
blockade attenuates phosphorylation of MAPK and ameliorates cardiac remodeling in SHR.
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