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inside N. Cenac, B. Guiard, R. Garcia-Villar, J. Fioramonti, L. Bueno
g?ﬁ:‘lﬁﬁ?- INRA, Neuro-Gastroenterology & Nutrition Unit, TOULOUSE, France
" | Proteinase-activated receptors-2 (PAR-2) are expressed throughout the gut.
Title The peptide SLIGRL, the sequence of the tethered ligand, mimics the
agonist protease. We investigates whether in vivo activation of colonic
Authors PAR-2 lead to colon inflammation in mice. Methods. Five groups of 8 male
Swiss mice (26-31 g) were infused intracolonically with 50 ul of the
Address following : SLIGRL (3 groups: 10, 40, 100 pg/mouse respectively); reverse
inactive peptide LSIGRL (1 group: 100 pg/mouse); NaCl 0.9% (1 group).
Text Colon was collected 4 h after injections for histology (microscopic damage
score; DMS), myeloperoxidase (MPO) assay and cytokine IL13, IL10, IL4
and TNFo mRNA quantification by competitive RT-PCR. Results. All
three groups treated with SLIGRL presented a significant increase of DMS
(p<0.01) indicating inflammation of the colonic mucosa. MPO activity was
dose-dependently increased in groups given SLIGRL (p<0,01). In mice
treated with SLIGRL compared with controls, a significant increase
(p<0.01) in mRNAs for IL10, IL1P and TNFa was measured, whereas
mRNA for IL4 did not change. Conclusion. Activation of colonic PAR-2
by a selective activating-peptide induced dose-dependent inflammation of
the colon in mice. Our study supports the hypothesis of an immune
regulatory role for peripheral PAR-2, especially in the digestive tract.
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PAR-2 ACTIVATION INDUCES INFLAMMATION OF MOUSE
COLON

N. Cenac, B. Guiard, R. Garcia-Villar, J. Fioramonti, L. Bueno

INRA, Neuro-Gastroenterology & Nutrition Unit, TOULOUSE, France
Proteinase-activated receptors-2 (PAR-2) are expressed throughout the gut.
The peptide SLIGRL, the sequence of the tethered ligand, mimics the
agonist protease. We investigates whether in vive activation of colonic
PAR-2 lead to colon inflammation in mice. Methods. Five groups of 8 male
Swiss mice (26-31 g) were infused intracolonically with 50 pl of the
following : SLIGRL (3 groups: 10, 40, 100 pg/mouse respectively); reverse
inactive peptide LSIGRL (1 group: 100 pg/mouse); NaCl 0.9% (1 group).
Colon was collected 4 h after injections for histology {microscopic damage
score; DMS), myeloperoxidase (MPO) assay and cytokine IL1§, IL10, IL4
and TNFo. mRNA quantification by competitive RT-PCR. Results. All three
groups treated with SLIGRL presented a significant increase of DMS
(p<0.01) indicating inflammation of the colonic mucosa. MPQ activity was
dose-dependently increased in groups given SLIGRL (p<0,01). In mice
treated with SLIGRL compared with controls, a significant increase
(p<0.01) in mRNAs for IL10, IL1P and TNFa was measured, whereas
mRNA for IL4 did not change. Conclusion. Activation of colonic PAR-2 by
a selective activating-peptide induced dose-dependent inflammation of the
colon in mice. Our study supports the hypothesis of an immune regulatory
role for peripheral PAR-2, especially in the digestive tract.
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COX-2 DERIVED PROSTAGLANDIN D, CONTRIBUTES TO
PROLONGED COLONIC EPITHELIAL DYSFUNCTION AFTER

A BOUT OF COLITIS

Warrier N.. Wallace J.L.

Mucosal Inflammation Research Group, University of Calgary,

AB, Canada

Intestinal epithelial secretion is an important component of mucosal
defence. A prolonged colonic secretory dysfunction has been reported
following a bout of colitis, contributing to a marked increase in bacterial
translocation. As we have observed a significant elevation of COX-2-
derived PGD; synthesis for many weeks after resolution of colitis in the rat,
we tested the hypothesis that this may contribute to the prolonged secretory
dysfunction. Methods: Rats were given trinitrobenzenesulfonic acid
intracolonically to induce colitis. Six weeks later, when the inflammation
had resolved, segments of distal colon were mounted in Ussing chambers
for measurement of epithelial secretion in response to electrical field
stimulation (EFS) or isobutylmethylxanthine (IBMX). Results: Secretion in
response to both stimuli were significantly depressed in the post-colitis rats
(by 74% and 69%, respectively). Pre-exposure of the tissue to celecoxib (10
M), a COX-2 inhibitor, reversed this hypo-responsiveness. The colitis-
associated epithelial hypo-responsiveness was mimicked by treatment of
controls with PGD;. Mucosal PGD- synthesis in the post-colitis rats was
derived primarily from COX-2 (inhibited by celecoxib). These data suggest
that a prolonged increase in COX-2 expression after a bout of colitis may
contribute to the secretory dysfunction.




