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Abstract: Objective To investigate whether the intestinal flora is involved in the metabolism of pyridostigmine bromide and the
effect of intestinal flora on its metabolism after entering the plateau. Methods Rats were randomly divided into four groups:
administration group at low altitude, blank group at low altitude, administration group at high altitude and blank group at high
altitude, with six rats in each group. After fasting for 12 h, the rats in the administration group at low altitude were tested in Shanghai
(Naval Military Medical University). Pyridostigmine bromide tablet powder of 10.2 mg (about 2.3 mg of pyridostigmine bromide)
were dissolved in water and ig administered, blood was taken from the retroorbital venous plexus before administration (0 h) and
0.33, 0.66, 1.00, 1.50, 2.00, 3.00, 4.00, 6.00, 8.00, 12.00 and 24.00 h after administration for pharmacokinetic analysis. The rats in
the administration group at high altitude were in the plateau area with an altitude of 4 300 m in Luqu county. The rats began the

pharmacokinetic experiment after fasting for 12 h. The process was the same as that in the administration group at low altitude. The
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feces of rats in blank group at low altitude and blank group at high altitude were collected, and the changes of intestinal flora after

entering the plateau were analyzed by 16S rRNA method. /n vitro incubation experiment combined with LC-MS/MS method was

used to analyze the relationship between intestinal flora and pyridostigmine bromide. Results After acute exposure to high altitude,

the composition of intestinal flora changed, and the species and quantity of flora decreased. The results showed that the intestinal

microbiota participated in the metabolism of pyridostigmine bromide before its absorption, and the intestinal microbiota slowed

down its metabolism under high altitude hypoxia. After entering the plateau, the pharmacokinetic parameter AUC of pyridostigmine

bromide increased by 57.60% and CL decreased by 35.94%. Conclusion Intestinal flora is involved in the pre absorption

metabolism of pyridostigmine bromide, which may be related to its low bioavailability. After acute exposure to high altitude, the

metabolism of pyridostigmine bromide mediated by intestinal flora slows down, which will increase its absorption.
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Fig.1 The chromatograms of pyridostigmine bromide
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Fig.3 Remaining amount of pyridostigmine bromide af-
ter incubation 12 h and 24 h by rat feces (x%s,n=6)
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