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Improvement of Labrasol on the Intestine-Specific Absorption of Paclitaxel after Oral Administration of
Enteric Coating Paclitaxel Gelatin Capsule in Rats

LI Guo-feng, REN Fei, XU Zhong-yuan, LIU Si-jia, LIU Jia, YANG Li, YANG Lin, HUO Qi-lu (Pharmaceutical
Department of Nanfang Hospital, Southern Medical University, Guangzhou 510515, China)

ABSTRACT: OBJECTIVE To evaluate the effect of Labrasol on the intestine-specific absorption of paclitaxel. METHODS
0.5 mg of paclitaxel with or without 0.5 mg of Labrasol was filled in the gelatin capsule and then the capsule was coated with
hydroxypropylmethyl cellulose phthalate. Next, the in vitro release of the capsule in the artificial gastric juice or in the man-made
small intestinal juice was carried out. Then, the 5 capsules (2.5 mg paclitaxel) were administered orally via a polyethylene cannula
under light ether anesthesia. The control group was taken 5 capsules filled with 0.5 mg of fluorescein sodium with or without
Labrasol at the same dose. Blood samples were taken periodically and were analyzed using HPLC. The area under the curve (AUC)
in the plasma was calculated with WinNonlin software. RESULTS There was no release of paclitaxel from capsules in the artificial
medium of stomach (2 h), while the accumulated release of paclitaxel almost reached 100% in the artificial small intestinal juice (4 h).
After oral administration of the capsules, AUC of paclitaxel was (582.43£181.99) ug-h-L" for the formulation without Labrasol. On
the other hand, AUC was increased to (1 379.43+487.29)ug-h-L" with the co-administration of Labrasol. Therefore, Labrasol in the
given dose improved the absorption of paclitaxel from the intestine. It showed the statistical significance (P<0.05), compared with
the no Labrasol group. In addition, Labrasol at the same dose did not show the improvement to the absorption of fluorescein sodium
via the intestinal tract. CONCLUSION Labrasol may inhibit the p-glucoprotein(p-gp) activity in the intestinal membrane to
increase the absorption of paclitaxel, a p-gp substrate.

KEY WORDS: paclitaxel; Labrasol; gelatin capsule; P-glycoprotein; small intestine-specific delivery
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