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ABSTRACT

The purpose of this experiment was examined whether angiotensin
converting enzyme inhibitors (ACEIs) would inhibit endothelin
secretion from cultured human endothelial cells. Confluent
umbilical-vein endothelial cells were incubated for 6 hours in
multi-well plates with a culture medium containing captopril, or
enalaprilat. Immunoreactive endothelin in the medium was measured
by radioimmunoassay. Calf serum (CS) stimulated endothelin
release in a concentration-dependent manner, and both ACEIs
inhibited the CS-stimulated endothelin release in a
concentration-dependent manner. To explore the mechanisms of
ACEI-induced suppression of endothelin release, the effects on
endothelin release of angiotensin II, angiotensin converting
enzyme, bradykinin, and sodium nitroprusside were also examined,
and compared with ACEIs. Although angiotensin II and angiotensin
converting enzyme were found to have no effect, bradykinin and
sodium nitroprusside showed a dose-dependent suppressive effect
on ET release. In addition, indomethacin did not affect ET
secretion in the culture conditions. These results indicate that
ACEIs inhibit CS-stimulated release of endothelin from human
endothelial cells, and sugest indirectly that the mechanism of
this suppression may be partly due to ACEI-induced potentiation
of bradykinin effect, which would automatically decreased the

synthesis in the endothelial cells.
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FIGURE LEGENDS

rPIG 1

Phase-contrast microscopic (A) and light microscopic
(B) apperance of the cultured human wumbillical
endothelial cells monolayer one week after
subseeding. The cobble stone morphology (A) and the
Factor VI related surface antigen (B) were

demonstrated in the picture.

FIG 2

Accumulation of endothelin in medium containing
newborn calf serum (0%, O; 1%, 4A; 5%, @;10%, A) at
3, 6, and 24 hours after incubation with cultured

human endothelial cells. Mean = SEM (n = 6).
FIG 3

Inhibitory effect of angiotensin converting enzyme
inhibitors enalaprilat (A) and captopril (B) on
endothelin secretion from cultured human endothelial
cells in medium containing 5% newborn calf serum (@)
and serum-free (O) after 6 hours incubation. Mean *

SEM (n = 6).




FIG 4

Inhibitory effect of bradykinin on endothelin
secretion from cultured human endothelial cells in
medium containing 5% newborn calf serum (®) and
serum-free (O) after 6 hours incubation. The data

was expressed as percentage of the each control. Mean

+ SEM (n = 6).

FIG 5

Inhibitory effect of nitroprusside on endothelin
secretion from cultured human endothelial cells in
medium containing 5% newborn calf serum after 6 hours
incubation. The data was expressed as percentage of

the control. Mean * SEM (n = S
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