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The management of ulcerative colitis (UC) patients with
colorectal stricture remains a difficult task in clinical practice.
The incidence of colorectal stricture in UC patients is known to
range from 1.5% to 11.2%, with reports varying, and the risk
of developing cancer in UC patients with colorectal stricture
was reported to fall in the range of 0% to 33%."” In a relatively
recent study by Fumery et al.,' the reported incidence of low-
grade dysplasia, high-grade dysplasia, and cancer in UC patients
who underwent surgery for stricture without dysplasia or cancer
on preoperative endoscopic biopsy was 2.5%, 2.5%, and 5%,
respectively. In another study, dysplasia was observed in 11
(73%) out of 15 UC patients with stricture.’ Thus, an appropriate
and systematic approach is necessary regarding the presence of
dysplasia or cancer in UC patients with colorectal stricture.

Although pathogenesis for colorectal stricture in UC patients
has not clearly been identified yet, it has been suggested that
stricture is due to fibrosis in the bowel wall, the probable cause
of which has been reported to be inflammatory neutrophils
that produce basic-fibroblast growth factor.” Few studies have
investigated the risk factors for dysplasia or cancer in UC with
colorectal stricture. In a previous study, the factors related to
the probability of malignancy in UC with colorectal stricture
were long-term disease duration >20 years, proximal location
of stricture to splenic flexure, and symptomatic large bowel ob-
struction.* In the study by Fumery et al.,' the only factor related
to dysplasia or cancer in inflammatory bowel disease patients
with stricture in the multivariate analysis, was no active disease
at the time of surgery and age at stricture diagnosis showed a

relation only in univariate analysis.

With increasing duration of UC, the cumulative risk of
colorectal cancer (CRC) keeps increasing. The risk factors for
colitis-associated colorectal neoplasia are known to include
concurrent primary sclerosing cholangitis (PSC), extensive
colitis, active endoscopic or histologic inflammation, a family
history of CRC <50 years of age, personal history of dysplasia,
and colorectal stricture.>® Accordingly, a screening colonoscopy
is recommended for patients with left-sided or extensive colitis
over 8 years after symptom onset as the risk of developing CRC
is increased during such time, and to patients with concurrent
PSC regardless of disease duration. The interval between sur-
veillance colonoscopies should be adjusted in consideration of
the risk of dysplasia and the time taken for cancer development,
while an annual colonoscopy is recommended for patients with
high-risk factors.”

In this issue of Gut and Liver, Xu et al.” analyzed UC patients
registered in a prospectively maintained Chinese database, us-
ing univariate and multivariate logistic regression analyses, to
examine the risk factors for colorectal stricture associated with
UC carcinogenesis over long-term disease duration. The analysis
included 246 eligible patients in total, and the median follow-up
time was 13.0 years (interquartile range, 9.0-16.0). The results
showed 35 cases (14.2%) of colorectal stricture, and compared
to those without stricture, patients with stricture had worse
clinical outcomes including lower remission rate, higher serious
complications (bleeding, intestinal obstruction, or perforation),
increased need for surgery, and more frequent malignant trans-
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formation such as dysplasia (5.7%) or CRC (25.7%). However,
such results may be also related to poorly controlled disease ac-
tivity and severe inflammation, so it seems challenging for this
retrospective study to elucidate the causal relationship between
these outcomes and colorectal stricture.

In the eligible UC patients, a significant association with
high-grade dysplasia or CRC was found for colorectal stricture
(odds ratio [OR], 9.350; 95% confidence interval [CI], 2.842
to 30.762), inflammatory polyps (OR, 5.464; 95% CI, 1.692 to
17.638), disease duration >10 years (OR, 3.223; 95% CI, 1.040
to 9.985), and age >40 years at the time of diagnosis (OR, 8.499;
95% CI, 1.903 to 37.956). Notably, colorectal stricture showed
the most significant effect on malignant transformation among
several risk factors compared to the previous study in which it
showed a borderline effect.® In addition, the risk factors contrib-
uting to the development of colorectal stricture included disease
duration >5 years (OR, 3.211; 95% CI, 1.168 to 8.881), moder-
ate anemia (hemoglobin <90 g/L) (OR, 3.373; 95% CI, 1.472
to 7.731), and PSC (OR, 5.842; 95% CI, 1.395 to 24.468). The
patients with risk factors for colorectal stricture in this study are
likely to represent the group of patients with severe inflamma-
tion and poorly controlled disease severity. An interesting point
is that PSC was included as a risk factor for colorectal stricture.
In UC accompanied by PSC, the incidence of CRC is known to
be high though the inflammation in the colon is not severe. A
recent study reported that, in UC patients with PSC, a notable
elevation of serum soluble CD40 was observed, while the CD40/
CD40 ligand system was associated with inflammation in ath-
erothrombosis, suggesting that PSC may contribute to colorectal
stricture via such an immunological response; however, further
studies are required to determine its relationships.”'

In this study, colorectal stricture in UC had worse clinical
outcomes and a high risk of malignant transformation, while
longer disease duration, moderate anemia, and PSC were risk
factors for development of colorectal stricture. Thus, earlier
colonoscopy surveillance and active treatment for inflammation
control are needed to prevent stricture formation and malig-
nant transformation in these patients. Further studies should be
conducted for an appropriate and individualized approach and
treatment of UC according to the carcinogenic risk factors such
as colorectal stricture.
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