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SIMILAR EFFICACY AND LOWER POTENCY OF MIBEFRADIL THAN OF LACIDIPIN AND NITRENDIPINE IN DECREASING KCL-INDUCED CONTRACTIONS OF ISOLATED PORCINE CORONARY ARTERY IN POST-HYPOXIC CONDITIONS 
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In hypoxic injury the increased cytosolic free Ca2+ plays an important role. In vascular smooth muscle, L- and T- type voltage gated Ca2+ channels (VGCC) appear to be involved in maintenance of vasomotor tone. We tested the hypothesis that in post-hypoxic conditions mibefradil (MB, with higher affinity to T- than to L-type VGCC) is more effective than lacidipin (LP) and nitrendipine (NT) (both acting preferentially at L-type VGCC) in decreasing KCl-induced arterial contractions.We used isolated porcine epicardial coronary artery rings suspended in Krebs–Henseleit solution (95%O2+5%CO2, 37C) and rendered hypoxic for 60 min (95%N2+5%CO2) and than 10 min reoxygenated. Contractions by 30mM KCl were induced 10 min before and after hypoxia and in adequate time intervals in controls without hypoxia. MB (100nM, 50nM, 5microM), LP (10nM, 100nM, 5microM) and NT (10nM, 500nM) were added to the solution after the first contraction. Their effects on the second contraction (expressed in percentages of the first one, mean±SE) were studied. 10nM LP and 10nM NT decreased contraction after hypoxia (from 100.2±4.8% in hypoxic controls to 32.4±12.8% and 45.3±9.6%, respectively), while MB decreased it at 100nM (acting through T-type VGCC) to 83.8±8.9%. The highest efficacy in decreasing post-hypoxic concentrations showed 50nM MB (12.1±5.0%), 5microM LP (15.3±8.53%) and 500nM NT (23.1±6.9%). MB was equally effective in hypoxic and control experiments, while LP was more and NT less effective in hypoxic experiments. 

In our experiments, MB was similarly effective (and less potent) as LP and NT in inhibiting of post-hypoxic contractions.

