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Table 1 Ohanges of HR and mean BP after OPC administration

OPC conc. (mg/kg) control 0.03 0.3 1 3
HR (/min) 410.3+109 405+115 406+121 419+116 456 +101 511+51*
mean BP (mmHg) 117.4+£17.3 | 92.75+£21.0 91.2+26.7 90.3+21.4 82.6+23.6 | 63.6+28.6*
Table 2 % relaxations of endothelial tensions after OPC administration
OPC conc. (M) 10"M 3X10"™ 10M 3X106M 10-°M
E(—=)1(=) (n=9) 7.665+8.783 15.70+16.957 33.98+28.15 66.97 +35.96 94.19+6.69
E(—=)I1(+) (n =10) 9.371+£.105 26.50+26.98 38.09+24.19 80.66+7.974 95.98+3.257
E(+)1(—) (n =10) 7.154+8.781 12.52+15.06 19.44+£22.34 39.68+31.34 71.25£15.60
E(+)I1(+) (n=8) 16.43+18.54 25.11+23.58 32.57+23.18 54.78+19.33 78.54+10.42
OPC conc. (M) 3X10°M 10*M 3X10-M ED 50*
E(=)I(=) (n=9) 96.83+5.375 99.43+3.824 100.1£3.722 216+195E—-8
E(—)I(+) (n =10) 98.21+3.23 99.54+2.733 100.7£2.749 129+ 83E—8
E(+)1(—) (n=10) 84.00£8.644 93.22+6.014 97.33+4.450 471 +384E-8
E(+)I(+) (n=8) 86.91+7.560 93.56+5.322 97.12+5.400 306 £294E—8

=) THELZL, E(H)AEHY, 1(=) I 4> Fx42 VBES,

I(+) i 4 FAy T ¥k

Table 3 Changes of cardiac pparameters after OPC adminitration

OPC conc. (M) pre

10°7M 3X10-"M 10-6M

340.8+21.8(336+18.9)
116+6.52(118+6.71)
2960+ 329 (2860 +195)

HR (bpm)

SVP max (mmHg)
dp/dt (mmHg/s)
Aortic Flow (ml/min)

Coronary Flow (ml/min)

336+18.9(331.2424.9)
118+2.74(12149.62)
30204164 (3040+351)
33.28+0.867(33.32+1.60) | 33.68+.867(33.24%1.93) |32.72+1.40(32.6+2.52)
13.52+.522(13.76 £1.08) | 13.28+.769(13.44%.727) | 12.44.938(12.72%.769)

331.2+18.2(331.2+23.4) |326.4+21.5(331.2430.1)
116+4.18(117£7.58) 112+4.47(11345.70)
2860£152 (2980£268) 2820£192(2840+167)
32.3241.40(31.68%2.01)
12.4£1.02(12.16 % .780)

OPCconc. (M) 3X10-6M

10-°M 3X10-M 10-4M

HR (bpm)
SVP max (mmHg) 110+5(112+4.47)
dp/dt (mmHg/s) 27804228 (2780 +179)

Aortic Flow (ml/min)

Coronary Flow (ml/min) 12.04.080(11.76+£607)

11.84+1.01(11.284.955) | 11.76+1.08(10.64£1.15)

326.4%21.5(326.4+31.1) |319.2+21.8(321.6+31.06) | 316.8+24.88(316.8+34.57)| 316.8+24.9(312+40.7)
105+5(110£6.12)

2680£192(2720£192)
31.96+1.14(31.44£1.99) | 31.4£1.00(31.2%1.90)

103£4.18(105+6.12) 103+2.74(104£6.52)
2600235 (26004200) 2540+182(2580+228)
31.16+1.02(30.32+1.86) | 30.76+1.46(30.32%1.86)
11.44£1.15(10.48£1.04)

()N BEqE

mean =+ SEM
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Cardiovascular Effect of OPC-18790 (PDE-1I inhibitor)

Ken Tanaka, Fujio Karasawa, Atsuhiro Sakamoto,

Kazunori Mineo, Tetsuo Sato

Department of Anesthesiology, the National Defense Medical College, Saitama, Japan

We examined cardiovascular effects of OPC-
18790 [OPC]on rats using following 3 methods; (1)in
vivo: Effects of OPC on blood pressure and heart
rate to investigate the whole body cardiovascular
effects (n = 4 )(2)in vitro: changes of isometric ten-
sions of aortic rings with endothelium or without it
precontracted by phenylephrine to determine the
effect of OPC on the vascular smooth muscle and
endothel. (4 cases) (3)in vitro: direct effects of OPC
on the heart using “working heart"model. OPC
[107M to 3 X 1074M] was administrated cumula-
tively in each method.

Neither inotropic nor chronotropic actions were

found. And there was remarkable vascular relaxa-
tion (p<0.05 : at 3.0mg/kg (case(1)), 10°M (case
(2)) . Prostanoids played no or little role. EDso's
[concentrations at which OPC dilates vessels to
50% of maximum dilation] were 3.89 £ 3.39 X
10-6M (with endotheium) and 1.73 £1.39 X 10-6M
(without it) , respectively.

From this study, OPC seemed to act as a vascular
relaxant mainly on vascular system in rats. To
prove inotropic effect for humans, there should be a
strict evaluation including in vitro study of effect of

OPC on isolated heart muscles.

Key words : OPC-18790, PDE- [l inhibitor, Whole body, Endothelium, Working heart, Cardiovascular
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