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T-TYPE CALCIUM CHANNEL ANTAGONISTS ATTENUATED ALDOSTERONE-INDUCED IL-18 EXPRESSIONS IN RAT CARDIOMYOCYTES 
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Hyogo College of Medicine, Nishinomiya, Japan
Background: Interleukin-18 (IL-18) is a proinflammatory cytokine with multiple functions.  Increased levels of circulating IL-18 are thought to be one of risk factors for heart failure.  Aldosterone, Endothelin-1 (ET-1) and Angiotensin-II (Ang-II) are recognized as an important risk factor for cardiovascular diseases.  Ca2+ is an important factor in cardiac hypertrophy and cardiac remodeling.  
Objectives: In the present study, we examined the effect of L-, and T-type Ca2+ channel antagonists on Aldosterone-, ET-1- and Ang-II-induced IL-18 expression in rat cardiomyocytes.  
Methods and Results: Aldosterone and ET-1 and Ang-II induced IL-18 mRNA and protein expression.  T-type Ca2+ channel antagonists, Mibefradil and Efonidipine led to a significant reduction in Aldosterone-, ET-1-, and Ang-II-induced IL-18 expression.  However, L-type Ca2+ channel antagonist, Nifedipine did not inhibit these reactions.  Aldosterone-, ET-1-, and Ang-II-induced IL-18 expressions were inhibited by not only ET-1 receptor antagonist, BQ123 and Ang-II receptor antagonist, Olmesartan, but also HMG Co-A reductase Simvastatin, RhoA inhibitor, C3 toxin and Rho-kinase inhibitor, Fasudil.  Aldosterone, ET-1 and Ang-II induced Rho-kinase activities.  Aldosterone-, ET-1-, and Ang-II-induced Rho-kinase activities were prevented by the Mibefradil and Efonidipine but not by Nifedipine.  These results indicate that Mibefradil and Efonidipine attenuated Aldosterone-, ET-1-, and Ang-II-induced IL-18 expressions at the level between ET-1 or Ang-II receptor and Rho-kinase.  
Conclusions: Inhibition of IL-18 expression induced by Aldosterone, ET-1 or Ang-II might be one of the mechanisms of beneficial cardiovascular effects of T-type channel antagonists.

