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ABSTRACT

Fisetin is a bioactive natura flavonoid. In this study, the
pharmacokinetics of fisetin was investigated in rats. The serum
concentrations of fisetin were assayed by HPLC method after incubation at
37 for 6 hours with glucuronidase or 4 hours with sulfatase. After

intravenous administration of fisetin, the AUC of fisatin sulfates was
4.6fold glucuronides whereas the parent form only onethird of
glucuronides, suggesting that the magjor molecules circulating in blood were
fisetin sulfates.

When fisetin was administered orally, T, of the parent form was 5
minutes, indicating that fisetin was absorbed rapidly. The absolute
bioavailability of fisetin was 44.1 %, and the mgor molecules circulating in

bloodstream were fisetin sulfates. The G4 Of fisetin sulfates was 2.6-fold of
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glucuronides, and the AUC was 2.2-fold of glucuronides. It is suggested that
sulfates of fisetin be more focused than fisetin for in vitro pharmacological
sudiesin order to have a more accurate mode for in vivo systems.

Cyclosporine i1s a widely used immunosuppressant with a narrow
therapeutic window. Any factor affecting the absorption or disposition of
cyclosporine is therefore of therapeutic importance. The present study
atempted to measure the influence of coadministration of flavonoids
including 5-hydroxyflavone, flavone, quercetin, fisetin and morin on the
pharmacokinetics of cyclosporine in rats, and the structure-activity
relationship was explored.

Our results showed that each flavonoid investigated resulted in
dteration of cyclosporine pharmacokinetics. The structure-activity
relationship was established. At dose of 40 mg/kg or 50 mg/kg, the presence
of 5-OH didn't affect the interaction with cyclosporine, the presence of
3',4'-dihydroxy groups significantly decreased cyclosporine bioavailability
in greater extent than 2',4'-dihydroxy groups. At dose of 20 mgkg, the
presence of 5-OH significantly reinforced the increase of cyclosporine
bioavailability, the presence of 2.4'-dihydroxy groups significantly
increased cyclosporine  bicavailability, whereas the presence of
3',4'-dihydroxy groups sgnificantly decreased that.

A study using the everted intestinal sac was carried out to dissect the
mechanisms of flavonoids-cyclosporine interaction. Our results showed that
the in vitro evidence could not explan the in vivo effects of
5-hydroxyflavone and flavone on the fate of cyclosporine. It was conjectured
that there were other mechanisms involved. It is suggested that concurrent
use of flavonoids-containing herbs or dietary supplements with cyclosporine
or other CY P3A4/P-gp substrates should be avoid.
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