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Direct Cardiac Effects of OPC-1427 in the Dog

Shigetoshi CHIBA, Miyoharu KOBAYASHI and Yasuyuki FURUKAWA
Depariment of Pharmacology, Shinshu University School of Medicine

The effects of a new selective cardiac beta-receptor blocking agent (OPC-1427) on heart func-
tion were investigated in 20 mongrel dogs weighing 8 to 17 kg by use of 3 heart-lung prepara-
tions and 17 isolated blood-perfused atrial preparations, As an adrenergic beta-blocking agent
OPC-1427 to SA nodal pacemaker activity and atrial contractility, showed approximately 1/10 the
potency of propranolol, An amount of the substance larger than that which markedly inhibited
isoproterenol-induced positive chronotropic and inotropic responses caused negative chronotropic
and inotropic effects both in heart-lung and isolated atrial preparations. In particular, the nega-
tive chronotropic response to OPC~1427 was much greater than the negative inotropié response,
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Fig, 1 Effect of OPC-1427 on the heart-lung preparation of the dog. Recordings from
above downwards; aortic pressure (AP), right atrial prerrure (RAP), heart rate
(HR) and systemic output (SOP). Competence test (CT) index: an increase in right
atrial pressure produced by elevation of the level of blood in the venous reservoir
(actually, in the CT, the level of blood in reservoir was raised by 10 cm).
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Fig, 2 Effects of 1 zg of OPC-1427 on isoproterenol (isop)-induced positive chronotropic
and inotropic responses of an isolated and blood-perfused dog atrial preparation,
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Fig. 3 Effects of increasing doses of OPC-1427 in an isolated dog atrium.
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Fig, 4 Effects of increasing doses of OPC-1427
in 6 isolated dog atria.
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Fig. 5 Comparison between negative chronot-
ropic and inotropic responses to OPC-1427
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