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Abstract

AIM: To investigate the effect of mofezolac, a
selective cyclooxygenase (COX)-1 inhibitor, on
beef tallow-promoted colon carcinogenesis in
rats.

METHODS: One hundred and eight male
Sprague-Dawley rats were used in this study.
One group of rats were injected with azoxy-
methane (AOM) and fed diets containing differ-
ent percentages of beef tallow (with or without
0.12% mofezolac) for 12 wk. Total aberrant crypt
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foci (ACF) and multicrypt ACF were counted to
evaluate the effect of mofezolac on early carci-
nogenesis. Another group of rats were injected
with AOM or saline and fed a 10% beef tallow
diet (with or without 0.12% mofezolac) for 44 wk
to evaluate the effect of mofezolac on tumor in-
cidence and number. To explore the mechanism
behind the effect of mofezolac on carcinogenesis,
the proliferation of normal-appearing colonic
mucosa surrounding the tumor was evaluated
by BrdU incorporation assay, and the expression
of B-catenin in the normal-appearing colonic
mucosa was analyzed by Western blot.

RESULTS: At week 12, the number of ACF in
the mofezolac group was significantly lower
than that in the control group (P < 0.05). At
week 44, tumor incidence and multiplicity were
significantly lower in the mofezolac group than
in the control group (66.7% vs 100%, and 2.5 +2.3
vs 5.3 £ 1.2, respectively; both P < 0.05). Prolif-
erative cells were much fewer in the mofezolac
group than in the control group (5 + 0.82 vs 3.25
£ 0.50; 7.75 £ 0.96 vs 4.75 = 0.50, both P < 0.05).
Besides, the distribution of proliferative cells in
saline- and AOM-treated rats was similar to that
under physiological condition. Down-regulation
of B-catenin expression was also observed in the
mofezolac group when compared with the con-
trol group.

CONCLUSION: Mofezolac effectively suppress-
es beef tallow-promoted colon carcinogenesis
in rats probably by down-regulating B-catenin
expression and inhibiting colonic proliferation.
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B-catenin
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