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Development of oral drug to induce defecation based on the effects that stimulation
to intragastric cold receptors enhances colonic motility and induce defecations

SHIBATA, Chikashi
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Intracolonic TRPA1 agonist allyl isothiocyanate (AITC) increased colonic motility
and induced defecations in 75% of experiments in neurally intact dogs. These effects of AITC were inhibite
d by muscarinic, nicotinic, serotonergic, or TRPAL antagonists but _unaltered by TRPV1 antagonist. In dog
s with transection/re-anasotomosis (T/R) between the proximal and middle colon, increase in colonic motili
ty was inhibited in the middle-distal colon, while in dogs with extrinsic denervation, increase in colonic

motility was inhibited in the distal colon. Frequency of defecations was decreased compared to neurally
intact dogs in dogs with T/R and extrinsic denervation. These results indicate that intracolonic AITC stim
ulates colonic motility and defecation via cholinergic, serotonergic, and TRPA1 pathways. Continuity of co
lonic enteric neurons and extrinsic nerves play a role in intracolonic AITC-induced colonic motor response
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Placebo control 0/10 0/10
AITC 5 mg 7/10* 6/10*
AITC 10 mg 10/10* 9/10*
*:P<0.05 comparedto placebo control
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