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Inflammatory bowel disease is an immune disorder associated with chronic mucosal inflammation and
severe ulceration in the gastrointestinal tract. Antibodies against proinflammatory cytokines, including
TNEFa, are currently used as promising therapeutic agents against the disease. Stabilization of the tran-
script is a crucial post-transcriptional process in the expression of proinflammatory cytokines. In the
present study, we assessed the expression and histological distribution of the HuR protein, an im-
portant transcript stabilizer, in tissues from experimental animals and patients with Crohn’s disease.
The total and cytosolic levels of the HuR protein were enhanced in the intestinal epithelia from dex-
tran sodium sulfate (DSS)-treated mice compared to those in control tissues from normal mice.
Moreover, the expression of HuR was very high only in the mucosal and glandular epithelium, and
the relative localization of the protein was sequestered in the lower parts of the villus during the DSS
insult. The expression of HuR was significantly higher in mucosal lesions than in normal-looking
areas. Consistent with the data from the animal model, the expression of HuR was confined to the
mucosal and glandular epithelium. These results suggest that HuR may contribute to the post-tran-
scriptional regulation of proinflammatory genes during early mucosal insults. More mechanistic inves-
tigations are warranted to determine the potential use of HuR as a predictive biomarker or a promis-

ing target against IBD.
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Fig. 1. HuR levels are elevated in mouse colitis. (A-B) The time-course of HuR expression in small intestine (A) and large intestine
(B) on 12" day after DSS treatment. Bars represent the medians of the groups. Each data represents the mean + SEM.
of 8 to 10 mice per group and is representative of three independent experiments. # indicates the significant difference
from the group of 0 day after DSS treatment (p<0.05). (C-D) After DSS treatment for 3 days, intestine tissues were processed
for immunohistochemistry analysis and stained with the anti-HuR antibody. Representative photos of sections from small
intestine (C) and large intestine (D) were demonstrated; Top, tissues of the healthy control mice; Bottom, tissues of DSS-treat-
ed mice (x400 magnification (left) and x1,600 magnification (right)).
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Fig. 2. Localization of expressed HuR in mouse colitis. (A) The
cytosolic HuR expression in the small intestines on 0
and 3" day after DSS treatment. Bars represent the me-
dians of the groups. # indicates the significant difference
from the group of 0 day after DSS treatment (p<0.05).
(B) The total HuR expression in the small intestines on
0 and 3" day after DSS treatment.
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Fig. 3. HuR levels are expressed in Human IBD. (A) Expression
of HuR protein in the tissue samples from normal and
inflamed lesion in patients with CD. Each column repre-
sents the mean + SEM. of 6 patients per group and is
representative of three independent measurements. Bars
represent the medians of the groups and # indicates the
significant difference from the normal area (p<0.05). (B)
Representative HuR-stained tissues from inflamed le-
sion in patients with CD (x400 magnifications).
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