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Preparation of self-assemble nobiletin proliposomes and
its pharmacokinetics in rats
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Abstract: To prepare self-assemble nobiletin proliposomes and study its pharmacokinetic behavior in rats
after ig administration, and nobiletin suspension was used as control, self-assemble nobiletin proliposomes
were prepared by a new proliposome preparation method, their physicochemical properties including encapsulation
efficiency, particle size and stability of formed liposome were determined. Plasma concentration of nobiletin
was determined by HPLC taking nimodipine as internal standard. The pharmacokinetic parameters were
calculated by Kinetica 4.4 software. The encapsulation efficiency of nobiletin liposomes was more than 80%,
with an average particle size of 212.1 nm and very good stability. Compared to nobiletin suspension, nobiletin
liposomes possessed higher absorptive rate and longer MRT, and the relative bioavailability was 264.3% in rats.
It could be concluded that self-assemble nobiletin proliposome was a simple and feasible preparation, and
showed greater absorption compared with nobiletin suspension.
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Figure 1 Transmission electron micrograph of nobiletin
liposomes
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Figure 2 HPLC chromatograms of blank plasma (A); blank plasma with 500 ng'mL ™" nobiletin and internal standard (nimodipine) were
added (B); a plasma sample (C). Peak 1: Nobiletin; Peak 2: Nimodipine
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Figure 3 Mean plasma concentration-time curve of nobiletin
in rats after oral administration of nobiletin suspension and
nobiletin proliposomes at single dose

Tablel
and nobiletin liposomes ( n = 5)

Pharmacokinetic parameters of nobiletin suspension

Parameter Nobiletin suspension ~ Nobiletin liposome
Cinax / ng'mL™ 297 +133 806 + 354"
tiax / B 1 0.5
Ka/h™' 1.12+0.13 1.86 +0.56"
Ke/h™ 1.26 +0.24 1.09 £ 0.20
tin/h 0.57+0.12 0.65+0.12
AUCq/ ng-h'mL™" 562 £317 1454+ 564"
AUCy_, / ng'h-mL™ 569 + 325 1504 + 544"
CL/mLh" 5585+3 525 1 800 + 766
MRT/h 1.60 +0.23 2.61+0.81

*P < 0.05 vs nobiletin suspension
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