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Analysis of drug absorption behavior under gastrointestintestinal diseases
related with abnormal metabolism of serotonin

Higaki, Kazutaka

3,900,000

(5-HT)
5-HT

Mrp2 BCRP
5-HT

It is known that 5-HT regulating the gastrointestinal (GI) motility and
function is deeply related with several serious Gl diseases such as irritable bowel syndrome. In
this study, we examined the effect of 5-HT depletion on oral absorption of an organic anion drug by
utilizing phenol red (PR) as a model drug. 5-HT depletion significantly decreased PR absorption at
low dose of PR, but tended to increase it at its high dose. The enhancement of luminal secretion by
Mrp2 and BCRP induced by 5-HT depletion and it functional saturation, and the change in permeability

via passive diffusion would be responsible for the dose-dependent difference for the effect of 5-HT
depletion on PR absorption. Furthermore, 5-HT depletion accelerated Gl-transit at upper segments,

but suppressed it at lower segments, suggesting that the sequential propagation of GI- motility from
proximal to distal segments was disordered.
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