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Involvement of the leukotriene metabolic pathway
in the stimulatory release of hepatic lipase produced by prazosin
from primary cultured rat hepatocytes

Tetsuya Nakamura and Tetsuo Morita

ABSTRACT: Prazosin completes with alpha 1 adrenoceptor, and is used as a depressor
of essential hypertension and renal hypertension, and for recovery from dysuria caused by
prostatic hypertrophy. In addition, it has been reported that changes in lipid metabolism
have been observed by the administration of prazosin, although the details are not fully
understood. Recently, we demonstrated the stimulatory release of hepatic triacylglycerol
lipase (HTGL) produced by prazosin from primary cultured rat hepatocytes.

In this study, we investigated whether the stimulatory release of HTGL by prazosin is
involved in the leukotriene (LT) metabolic pathway. This stimulatory effect of prazosin is
suppressed by a phospholipase Az inhibitor, quinacrine. In addition, the prazosin-stimulated
release of HTGL is reduced by the 5-lipoxygenase (LPO) inhibitors, Nordihydroguaiaretic
acid and AA-861; however, it is not suppressed by a cyclooxygenase inhibitor, indomethacin.
Moreover, the action by prazosin is decreased with the LPO-activating protein inhibitor,
MKS886, and the LTA4+ hydroxylase inhibitor, Bestatin. These results suggest that the
stimulatory release of HTGL by prazosin is probably partly associated with activation of
LPO, and with increases in intracellular LT A4 content.
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