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Table 10 Evidence of chronically hypoxic pulmonary
O hypertension

Grou MPAP MSAP RV/LVO 'S Ht
P | OmmHgO | O mmHgO 0 %0 0 %0

CON
OnDan | 18t 2 95+ 6 30+ 1 46+ 1
CH-PH . o o
onbsn | 2% 2 102+ 3 58+ 3 70+ 1

Values are means + SE. CON, control rats. CH-PH,
chronically hypoxic pulmonary hypertensive rats. MPAP,
mean pulmonary arterial pressure. MSAP, mean systemic
arterial pressure. RV/LVO S, weight ratio of right ventricle
to left ventricle O septum. Ht, hematocrit. ” p O 0.05 vs
CON by student's t-test.
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Figd 1 Cumulative dose-response effects of E 40211 dots or its vehiclell circlesdon % change of mean pul-
monaryd MPAP : A and systemic0 MSAP : B[ arterial pressures in conscious chronically hypoxic pul-
monary hypertensive rats. Values are meanst SE. p<0.05 and “p<0.01 vs. vehicle control by student's t-

test.
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Figh 4 Measurements of PDE 5 activity from homoge-
nized lung and aortic tissues of chronically hypoxic
pulmonary hypertensive rats. Values are meanst SE.
'p<0.05 vs. aorta values by student's t-test.
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Abstract

E 4021, a cGMP Phosphodiesterase Inhibitor, is a Selective Pulmonary
Vasodilator in Chronically hypoxic Pulmonary Hypertensive Rats.

Kaoru Yamaguchi, Masahiko Oka, Mayu Nishino, Norihisa Hanasato,

Shiro Kira and Yoshinosuke Fukuchi
Department of Respiratory Medicine, Juntendo Univercity School of Medicine, Tokyo 113-0033, Japan

To test whether a potent cGMP-specific phosphodiesterase inhibitor, E 4021, is a selective pulmonary vasodi-
lator in pulmonary hypertension, we studied its acute hemodynamic effects in conscious, chronically hypoxic pul-
monary hypertensive rats. Chronically hypoxic pulmonary hypertension was induced by keeping adult Sprague-
Dawley rats in a hypobaric chamber for 3 weeks. Two days after catheterization, E 4021 was injected intrave-
nously at doses of 3, 10, 30, 100, 300, and 1,000 pg/kg at 10-min intervals. E 4021 caused significant decreases in
mean pulmonary arterial pressure of 11+ 5, 12+ 6, and 18+ 5% at doses of 100, 300, and 1,000 ug/kg, respectively.
In contrast to its depressor effect on mean pulmonary arterial pressure, E 4021 decreased mean systemic arterial
pressure significantly (by 9+ 2%) at a dose of 1,000 pg/kg only. Heart rate and cardiac output were unchanged af-
ter the administration of E 4021. Tissue cGMP-specific phosphodiesterase activity was markedly higher in lung
than in aorta. These results indicate that E 4021 is a relatively selective pulmonary vasodilator in chronically hy-

poxic pulmonary hypertensive rats. We conclude E 4021 may be useful for the treatment of pulmonary hyperten-
sion.



