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Cardiovascular effects of NKH477 in experimental canine heart failure

Takashi Takahira, Makoto Hosono
Katuhiko Sakitama

Pharmacology Section’ Research Laboratories

Pharmaceuticals Group’ Nippon Kayaku Co., Ltd., Tokyo, Japan

We examined the cardiovascular effects of
NKH477, a novel water-soluble forskolin deriva-
tive, in a model of acute heart failure caused by left
circumflex artery ligation or chordal cut of the mit-
ral valve in open-chest dogs anesthetized with pen-
tobarbital. Ligation increased left atrial pressure
(LAP) from 5.1+ 0.4 to 8.9 £ 0.4 cm H20 (P <
0.001) and decreased cardiac output (CO) from 1.3
+0.1t01.1+0.1 L/min (P<0.001), myocardial
blood flow (MCBF) in normal region from 78.2 £
4.6 to 61.9+ 3.1 m¢/min/100 g (P < 0.001) and
ischemic region from 78.8 4.8 to 19.5+2.8 m¢
/min/100 g (P < 0.001) . Intravenous infusion of

0.15 #g/kg/min of NKH477 improved LAP to 6.9
+ 0.5 emH20 and CO to 1.4 £ 0.1 L/min and in-
creased MCBF in nomal region to 77.6 = 11.0 m¢
/min/100 g , but not ischemic region. Chodal cut in-
creased LAP from 4.7+0.4t014.7+0.9 cmH20 (P
<0.001) and decreased CO from 1.5+£0.1t0 1.3+
0.1 L/min (P < 0.001) . Intravenous infusion of
0.15 £ g/kg/min of NKH477 improved LAP to 10.6
+1.6 cmH20 and CO to 1.7£0.2 L/min. These re-
sults show that intravenous infusion of NKH477
may have beneficial effects in acute heart failure
following acute myocardial infarction or rupture of

the chordae tendineae of the mitral valve.

Key Words : NKH477, Heart failure model, Hemodynamics, Acute myocardial infarction,

Acute mitral regurgitation
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