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EP4 receptor stimulation by ONO-AE1-329 showed the positive inotropic and
lusitopic effects in addition to the increase of left ventricular end-diastolic volume and the
decrease of end-systolic volume in normal dogs. The positive inotropic action of ONO-AE1-329 was
also confirmed in the chronic heart failure model induced by chronic atrioventricular block, but the

lusitropic action were various and bidirectional. Furthermore, intracellular Ca2+ modulation by
caldaret was assessed in normal dogs, showing that it can exert various kinds of
electropharmacologic actions as well as the positive inotropic and lusitropic effects. Elucidation
of the further mechanism at the cellular level may be necessary for analyzing how the change in the
intracellular Ca2+ dynamics may affect each of ionic channels in the heart.
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