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The dual effects of indomethacin on mucin exocytosis in
guinea pig antral mucous cells

Saori TANAKA, Nami TAKEMURA, Mina TAKANO, Chikao SHIMAMOTO

Laboratory of Pharmacotherapy, Osaka University of Pharmaceutical Sciences

In antral mucous cells, mucin exocytosis is activated by acetylcholine (ACh) consisted of an initial

transient increase (initial phase) followed by a second slower decline (late phase) . Indomethacin (IDM)

ed the 10 uM ACh-stimulated initial phase by 30%, but enhanced the 1 uM ACh-stimulated initial

phase by 100%. We studied the opposite effects of IDM on the exocytotic events between 10 and 1 pM

ACh stimulation.

EP4 receptor antagonist (AI23848) decreased the frequency of 10 pM ACh-stimulated initial phase
0 50% of that increased by ACh alone. Moreover, the addition of IDM enhanced the initial phase in the
exocytotic events stimulated by AH23848 plus ACh by 70%. In the presence of PPAR« antagonist (GW6471) ,
IDM decreased the frequency of 10 pM ACh-stimulated initial phase to 70% of that increased by ACh alone
and produced the delayed increase in the exocytotic events stimulated by ACh alone. On the other hand,
AH23848 did not affect the 1 pM ACh-stimulated exocytotic events. GW6471 abolished the IDM-induced-

enhancement of 1 pM ACh-stimulated initial phase.

In antral mucous cells, mucin exocytosis is modulated by PGE,/EP4 receptor autocrine mechanism and

AA/PPARa autocrine mechanism during ACh stimulation. The opposite effects of IDM on the exocytotic

events between 10 and 1 pM ACh stimulation are caused by the inhibition of PGE,/EP4 mechanism and

activation of AA/PPARa mechanism.
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