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ABSTRACT

The effects Of piperine on cardicvascular system have been
studied in anesthetized pats and on 'isolated xight and left rat atria.
Intravenous administrvation of 'l mg/kg piperine in anesthetized rats
produced an initial brief fall in bloed pressure, bradycardia and apnea,
followed by a rise in tension and by a subsequent delayed fall in blood
pressure. The Bezold-Jarisch reflex (hypotension, bradycardia and
apnea) wés completely abolished by bilateraliwagotomy. The rise in
blood pressuie, whichifollowed the triad response, was partially
reduced by 5 mg/kg hexamethonium (about 57 %). | The combination of 0.07
mg/kg propranoleol and limg/kg phentolamine could lessen the pressor
effect by 65 %. Fgrthermore, intraverious injection ©f 1 mg/kg piperine
could also produce a sharp rise 'in blocd pressure in pithed rat. Phen-
tolamine, propranolcl as welllas reserpine pretreatment!| greatly reduced
this pressor effect of piperine., In isolated right and left atria, .
piperine at five doses, 3,6,12,24 and 48 ug/ml, was found to produce a
dose~-dependent positive chronotropy and inotropy respectively. The
time to maximum effect on both right atrial rate and left artial iso-
metric tension were about 3-5 min after the addition of drug. With

high doses (24 and 48 ug/ml) these initial stimulations were followed



vii

by depression of both the rate and contractile force. Reserpine
pretreatment greatly reduced the positive chronotropy and inotropy

about 58 % and 90 % respectively. In addition, the positive chronotro-
pic effect of piperine was attenuated by 0.15 ug/ml propranolol (about
50 %). Alpha-adrencceptor blocking agent (phentolamine 0.32 ug/ml) and
5-HT antagonist (methysergide 0.47 ug/ml and cyproheptadine 0.02 ug/ml)
did not affect both positive chronotropv.and inotropy. Neuronal uptake
inhibitor of noradrenaline, desipraminé.0.27 ug/ml and cocaine 9.1 ug/ml,
greatly reduced the positive chronotropic and inotropic effects by 60 %

and 90 % respectivelys

It is concludedsthat a) piperine induces the Bezold-Jarisch
;eflex mediated by the afferent fiber of vagus nerve . The rise in
blood pressure after the friad response may be due to central activation
of sympathetic system as well as peripheral mechanism which apparently
involves the release of catecholamine; and b) piperine indirectly
mediates the positive chronoropic and inotropic effects on isolated
atria mainly by stimulates the release of catecholamine fram adrenergic

nerve in the atria.
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