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In vivo intestinal absorption characteristics of a-hederin in rats
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Abstract: Objective To investigate the intestinal absorption characteristics of a-hederin and to explore the causes of poor
bioavailability. Methods In vivo single-pass perfusion model was used and the concentration of a-hederin was determined by HPLC.
The effects of intestinal segment, drug concentration, pH value, gut microflora, and P-gp inhibitor on the intestinal absorption of the
drug were investigated. Results The absorption rate constant (K,) of a-hederin decreased following the sequence of ileum > colon >
jejunum > duodenum. Absorption parameters of a-hederin had no significant difference at different concentration of 75, 150, and 300
pg/mL and those increased with the increase of pH value. The intestinal flora which were disrupted may affect the absorption of
o-hederin. There was no significant difference in K, and P.g values between P-gp inhibitor and no P-gp inhibitor groups. Conclusion
a-Hederin can be absorbed in whole intestine, but better in lower intestine. The saturate phenomena was not observed under the test
range of drug concentration, and the absorption mechanism may be the passive diffusion transport. The absorption can be better under
basic condition. The absorption is significantly affected by the intestinal flora and a-hederin is not the substrate of P-gp.
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R1 -EERETERRTEBRBRESE (x+5,n=5)

Table 1 Absorption parameters of o-hederin at various

segments in intestine of rats (x +s,n=5)

Bt K,/ (X10%min")

P/ (X103 cmmin ")

#3 NTRAE pH EH o-EHFHREEARZTHRESH
(x+s,n=5)
Table 3 Absorption parameters of a-hederin in perfusion
with different pH values in jejunum of rats

(;:I:s,n=5)

(=717 0.778 84+0.147 1 0.745740.104 2
&7 1.101240.1299 1.226 8+0.280 5
E)i7] 1.760 8+0.128 1 2225540223 8
i) 1.155940.094 5 1.636 4+0.151 6
232 AFRZAYRERENELE DA%
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W, T “227 BURNIIERAE, /T, %
L) T LR RO (P . VHELRE 1S i)
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AFRRIE T o= KRRl =5
WA W, PR o-F RSN I
WA IR BEMCE , WL A 8308

R2 FRREREN o-EEREHFAR=HRESE
(x+s ,n=5)
Table 2 Absorption parameters of o-hederin at different

concentration in jejunum of rats (x £5,n=5)

pH 18 Ko/ (X102min")  Pu/(X10 cmmin ")
5.0 0.258 8£0.082 3 0.3183£0.1167
6.8 1.101 2£0.1299 1.226 8£0.280 5
8.0 1.918 6£0.058 1 2.4291£0.1317

x4 MEEEXM -EERETARTHRILAIZIM
(x+s,n=5)
Table 4 Effect of gut microorganism on absorption

of a-hederin in jejunum of rats (x s ,n=5)

K,/ P/
20 5] - B -
(X10 “min ) (X10 "cm'min ")
[MEREPO R 1.076 7+0.217 4 1.226 8+0.280 5
MBI R 0.699 7+0.113 2 0.744 6+0.119 7

p/(ugmL™) K,/ (X102min") P/ (X10cm'min)
75 1.098 8+0.059 3 1.265 6+0.085 7
150 1.1012+0.129 9 1.226 8+0.280 5
300 1.114440.183 4 1.042 6+0.185 7
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2.3.5 P-gp %% HUSD KEBENL 2% 3 4,
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Table 5 Effect of P-gp on absorption of a-hederin

in ileum of rats (x+s,n=>5)

#151 K,/ (X102min") P/ (X 10 cm'min ")

MEEdaplcl 1.699 7+0.098 8 2.114140.1779
ERr K 1.4653+0.161 3 2.040 8+0.248 4
Wit E % 1.702 140.202 4 23321403740
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