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Abstract

        
The cardiovascular effects of reticuline, isolated in a pure form from the stem of Ocotea duckei Vattimo, were studied in rats by using a combined in vivo and in vitro approach. In normotensive rats, reticuline (5, 10 and 20 mg/kg, i. v., randomly) injections produced an intense hypotension. This hypotensive response was attenuated after either, L-NAME (20 mg/kg, i. v.), a nitric oxide (NO) synthase inhibitor, or atropine (2 mg/kg, i. v.), a muscarinic receptor antagonist. In isolated rat aortic rings with intact endothelium, reticuline (3 × 10 - 6, 3 × 10 - 5, 3 × 10 - 4, 9 × 10 - 4 and 1.5 × 10 - 3 M) inhibited in a concentration-dependent manner the contractions induced by phenylephrine (1 μM), KCl (80 mM) and KCl (30 mM), [IC50 = (0.4 ± 0.1, 2.4 ± 0.4 and 3 ± 0.4) × 10 - 4 M, respectively). The effect of reticuline on phenylephrine-induced contractions was attenuated by removal of the vascular endothelium [IC50 = (2.5 ± 0.7) × 10 - 4 M]. Similar results were obtained after pretreatment of the rings with L-NAME 100 μM [IC50 = (1.3 ± 0.1) × 10 - 4 M], L-NAME 300 μM [IC50 = (3 ± 0.3) × 10 - 4 M] or atropine 1 μM [IC50 = (1.2 ± 0.2) × 10 - 4 M]. On the other hand, the effect of reticuline on phenylephrine-induced contractions was not affected by indomethacin 1 μM [IC50 = (0.7 ± 0.3) × 10 - 4 M]. Reticuline (3 × 10 - 6, 3 × 10 - 5, 3 × 10 - 4, 9 × 10 - 4 and 1.5 × 10 - 3 M) antagonized CaCl2-induced contractions, and also inhibited the intracellular calcium dependent transient contractions induced by norepinephrine (1 μM), but not those induced by caffeine (20 mM). These results suggest that the hypotensive effect of reticuline is probably due to a peripheral vasodilation in consequence of: 1) muscarinic stimulation and NOS activation in the vascular endothelium, 2) voltage-dependent Ca2+ channel blockade and/or 3) inhibition of Ca2+ release from norepinephrine-sensitive intracellular stores.
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