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Vasorelaxant effect and mechanism of niclosamide ethanolamine
on rat coronary artery
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[ Abstract]  Objective To investigate the vasorelaxant effect and possible mechanism of niclosamide ethanolamine
(NEN) on isolated rat coronary artery (RCA). Methods Wire myograph was used to record myogenic tone of vessels.
The vasorelaxant effect of NEN was studied in RCA precontracted with either KCl or U46619. Study of related inhibitors
was performed to investigate possible involvement of potassium channels and the mitogen-activated protein kinase (MAPK)
signaling pathway in vasorelaxation. The effect of NEN on Ca’* mobilization was determined by observing vasoconstrictor-
induced contractions in tissue solution deprived of Ca** followed by Ca’* restoration. Results NEN (0.5 —3.0 pmol/L)
relaxed RCA precontracted with KCl or U46619 in a concentration-dependent manner. MAPK inhibitors ( PD98059 and
SB239063) reduced the relaxant effect of NEN, while the potassium-channel blockers ( tetraethylamine, 4-aminopyridine,
BaCl, , and glibenclamide ) did not significantly affect relaxation. NEN specifically inhibited the contraction component
dependent on extracellular Ca®* influx in vessels stimulated with KCl and U46619, with a negligible effect on the

component dependent on intracellular Ca’* release. Conclusions NEN exhibits vasodilator properties in RCA. Inhibition
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Note. A and B: Typical original tracing after application of KCI or U46619 followed by cumulative application of niclosamide

ethanolamine , respectively. C and D: Relaxation was expressed as percentages of maximal contraction induced by KCI (60 mmol/

L) or U46619 (0.3 pmol/L), respectively. Compared with the vehicle control group, * P < 0.05.

Fig.1 Niclosamide ethanolamine-induced relaxation in rat coronary artery precontracted with KCI or U46619
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Fig.3 Effect of mitogen-activated protein kinase inhibitors
on niclosamide ethanolamine-induced relaxation in
isolated rat coronary artery rings precontracted with

60 mmol/L KCl or 0.3 pmol/L U46619
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Fig.5 Effect of niclosamide ethanolamine on rat

coronary artery contraction induced by U46619 in Ca®* -

free PSS followed by restoration of 2. 5 mmol/L Ca**
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