- Sl £

¢ ;;]-%-ﬁi—\p 1%

3

« fIId %F;I

- Rt

PG9012-0292

. E;f%l'fi-} G DOH91-TD-1104 . fmﬁéiﬁj;c zg;;vmﬁélﬁ
= )

B L E U Rk

Enhancement of Anti-Diabetic Paeoniflorin in Low Bioavailability of Oral Absorption by Polymeric Micelles
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Purpose. To evaluate the enhanced mechanisms of paeoniflorin, (an anti-diabetic compound), permeation ability in the gastrointestinal
(GI) tract using the aqueous polymeric micelles, PEO-OA, in an in vitro transport study and with in vivo pharmacokinetic absorption
profiles. In addition, enhancement of the hypoglycemic pharmacodynamic effect of paeoniflorin was also evaluated. Methods.
Characterization of physicochemical properties of an PEO-OA micellar solution will be examined by the pyrene fluorescence probe
method, dynamic light scattering, and critical micelle concentration. Modification of permeation ability and mechanisms of paeoniflorin
absorption in the stomach, duodenum, jejunum, ileum, and colon by PEO-OA polymeric micelles will be evaluated by transcellular
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tracer, [14C]lestradiol, and the paracellular tracer, [14C]mannitol in an in vitro transport study and transepithelial electrical resistance

(TEER) measurements. In vivo oral pharmacokinetic absorption will be examined using rabbits to evaluate the input function of
pharmacokinetic profiles of paeoniflorin with PEO-OA polymeric micelles using a numerical deconvolution method. Improvement of
the hypoglycemic effect of paeoniflorin with PEO-OA polymers will be also examined following oral administration in glucose-tolerant

normal rabbits.
I E E E E  E — — —— E — — — —  } ] }] ]}



