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[Abstract] Objective To study which species experimental animal are similar to human about the metabolism of limonin,
and it will be a basis for the selection of experimental animals for the metabolism of limonin in vivo. Methods Limonin was incu—
bated separately with liver microsomes,such as the humans liver microsomes, the dogs liver microsomes, the pigs liver micro—
somes, the monkeys liver microsomes, the rabbits liver microsomes, the rats liver microsomes and the mices liver microsomes,
that were as experimental groups. In contrast, limonin was incubated with inactivated liver microsomal enzymes served as con—
trol groups. And the limonin were not added to the blank group. All above samples and limonin standard solution were detected
by HPLC-UV detector to observe the metabolism of limonin.According to the results of enzyme kinetics experiments, the clear—
ance rate of limonin by liver microsomal enzymes of different species was calculated.The above samples were detected by high
performance liquid chromatography—high resolution mass spectrometry (HPLC—MS) detector to infer the metabolite structure.

Results M1 peak was found in human, dog, pig, rabbit, rat and mouse by UV detection chromatogram, and the retention time
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was 13.3 minutes. In addition, rats had two metabolite peaks (M2:10.6 min, M3:8.6 min). However, it was interesting that the me—

tabolite peaks in monkeys were different from those in humans, with retention times of 8.1 min and 10.1 min (M4 and M5). The

clearance of limonin in human, dog, pig, rat and mouse liver microsomes was 0.608, 0.454,0.501, 4.249 and 1.831 pl/(min*mg),

respectively. And the results of high resolution mass spectrometry suggested that M1 was a hydroxyl compound at C—16 position.

Conclusions The clearance rate of pigs, dogs, rats and mice is close to that of human. It is speculated that the main metabolite of

limonin catalyzed by liver microsomal enzymes is its 16—carbon hydroxyl compound.

[Keywords] Limonin; In vitro metabolism; Evodia fructus; Species differences; Liver microsomes
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