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Antihypertensive Effect of Tetrandrine and Its Derivatives in
Stroke-prone Spontaneously Hypertensive Rats (SHRSP)

K. KawasuiMa, T. Havakawa, Y. Miwa, H. Oonata, K. FujiMoro,
T. Suzuki, T. Ocino*, Z. CueN (M. CHIN) *
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(IUPHAR XTH INTERNATIONAL CONGRESS OF PHARMACOLOGY
(August, 1987. Sydney. Australia) CT&FHE]

Tetrandrine (TD) and fangchinoline (FC) are alkaloids obtained from Radix Stephaniae
Tetrandrae. TD is reported to have antiinflammatory, antiallergic, and Ca antagonistic
actions. This atudy was designed to examine antihypertensive effect of TD and its
derivatives in SHRSP rats. Direct or indirect blood pressure was determined in conscious
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animals after a single oral administration of 25 or 50mg/kg of the compounds. TD
produced a gradual and sustained hypotension which lasted for about 48 hr. A maximal
hypotensive effect by TD was observed at 24 hr after the administration and it was
slightly smaller than that by enalapril (10 mg/kg). Among the derivatives tested,
7-O-ethyl-FC (7-EFC) had the most potent hypotensive action and sustained duration.
FC and quarternary ammonium derivatives of TD had no discernible hypotensive effect.
Plasma renin concentration was not affected by TD and 7-EFC, while it was significantly
increased by enalapril. TD and 7-EFC had no effect on heart rate. These results suggest
that TD and 7-EFC have an antihypertensive effect in SHRSP, and the mechanism of action
is different from that of enalapril. @ Formation of active metabolite(s) appears to be
responsible for gradual and sustained hypotensive action.
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