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Fig. 1. Motor Function of the Serotonin Receptors subtypes in Gl Tract. Fig. 2. Model depicting extrinsic and intrinsic sensory pathways mediating the
peristaltic reflex..®
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Table 1. 5-HT Receptors in the Gut
Subtypes Species and localization Cellular localization Cellular function
Guinea pig ileum Enteric nerves
T Rabbit, mouse small intestine Enteric nerves Depolarization
: Rabhit, rat, cat Vagus afferent nerve
Guinea pig ileum Enterochromaffin cell Facilitate 5-HT release
Guinea pig ileum Enteric nerve (presynaptic) Acetylcholine release
E-HT Rat esophagus Smooth muscle Relaxation
* Guinea pig ascending colon Enteric nerve (presynaptic) Acetylcholine release

Guinea pig ileum Enterochromaffin cell Inhibit 5-HT release
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Table 2. Pharmacological actions of 5-HT compounds

Pharmacologica actions ~ 5-HT3 antagonist 5-HT4 antagonist

Accelerates upper Gl transit + +
Increases colonic motor activity - +
Slows colonic transit +

Anti-emetic N "
(chemotherapy-induced) '
Analgesic + ?
Anxiolytic + ?

, buspirone
5-HT1a ,
, 5-HT1a
18,19
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, 5-HT;
20
ondansetron, granisetron  tropisetron . Ondansetron
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Granisetron
, IBS granisetron
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Table 3. Potential clinical role of 5-HT3 receptor antagonists and
5-HT,4 receptor agonists

Disorder 5-HT5 antagonist 5-HT, antagonist
Gastroesophageal reflux - +
Non-cardiac pain +
Gastroparesis - +
Functional dyspepsia + +
Ileus - +
Pseudo-obstruction - +
Constipation-predominant 1BS - +
Diarrhea-predominant I1BS +

Carcinoid diarrhea
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Fg. 3. The effect of tegaserod on ileal peristalsis. Tegaserod induces concentration-
dependent increase in the number of peristaltic waves.
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Fg. 4. The effect of mosapride on the colonic transit. Data are expressed as
% change from the colonic transit time of control.* * p<0.05
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Fig. 5. Serotonin transporter.

Table 4. Polymorphism of the SERT-P region in the SERT gene

in IBS patients according to their subtypes

SERT Gene SERT-P Polymorphism

Diarrhea Constipation Diarrhea
Genotype  Predominant Predominant Consgtipation
(n=27) (n=13) (n=13)
SIS 14 (51.9%) 10 (76.9%) 5 (38.5%)
SiL 12 (44.4%) 1 (7.7%) 6 (46.2%)
L/iL 1 (3.7%) 2 (15.4%) 2 (15.4%)

, IBS 5-HT
SERT SIS, SIL, LIL 57.1%,
37.5%, 5.4% , “ 39.5%, 37.0%,
23.5%, 52 16%, 50%, 34%
, 5-HT
, 5-HT SIS IBS
, SERT ,
, 5HT ,
2 Chen * SERT
++ 5-HT
, SERT -/- ,
5-HT 5-HT
(downregulation)

1 2 3 4

Fg. 6. Genotyping of SERT-P polymorphism by gel microchip electrophoresis.
Lane 1, 100 bp sizing ladder;2, L/L homozygote (528 bp: 16 repeat);3, S/L
heterozygote (484 bp: 14 repeat; 528 bp: 16 repeat);4, S/S homozygote (484
bp: 14 repeat).®
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Summary and Conclusion
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5-HT
, IBS IBS
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