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Haemodynamics of a New @, S -Blocking Agent

S-596 in Exercise Loading Test

Mitsuyoshi NAKASHIMA®* and Sadao OGUCHI*

*Department of Pharmacology, Hamamatsu University School of

Medicine

S-596, a newly developed, @, B -blocking agent, was orally administered to 6 male healthy volunteers
and the time course of pharmacokinetics and pharmacodynamics were studied.

Blood pressure and heart rate, at rest, decreased slightly at 2-4 hrs after administration of drug with
significant changes. Exercise-induced elevations of systolic blood pressure and tachycardia were
suppressed beyond 12 hrs after the administration. Biological half-life of 8 -blocking activity, based on
the declining curves of double products, was 11. 2 hrs.

Resting mean velocity of circumferential shortning, ejection fraction and cardiac index showed
significant decreases for 4 hrs and these maximums at 2 hrs. Pre-ejection period and PEP/ET showed
tendency of increments. Peripheral vascular resistance seemed to increase at 2 hrs but returned to initial
levels at4 hrs.

Serum concentration of S-596 reached to the maximum at2hrs and the elimination half-life
was 7. 2 hrs.
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Fig. 1 Changes in heart rate at rest: and exercise-induced tachycardia following oral
administration of S-596 (15 mg).
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Fig. 2 Changs in decreasing rate of different between heart rate at rest and exer-
cise-induced tachycardia.
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Fig. 3 Changes in blood pressure at rest following oral administration of S-596.
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Fig. 4 Changes in blood pressure after ergometer exercise following oral administ-
ration of S-596 (15 mg).
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Fig. 5 Changes in double products following oral administration of S-596.
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Fig. 6 Changes in decreasing rate of difference between double product (load) and
double product (rest) with ergometer exercise following oral administration of

S-596.
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Fig. 7 Time courses of variations in
LVDs (@) and LVDd (O) following
oral administration of S-596.
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Fig. 8 Time courses of reduction rates in
ejection. Fraction (A), mean (@) and

cardiac index (QO) following oral
administration of S-596.
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Fig. 10 Time course of serum levels of S-596 following oral administration.
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