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Crohn’s disease (CD) is a chronic inflammatory gastrointesti-
nal (GI) disorder characterized by a progressive course, resulting
in irreversible bowel damage.' The ultimate goal of medical
therapy in CD would be changing its natural disease course and
preventing further progression, bowel damages and disabili-
ties."” Therefore, it is important to understand what prognostic
factors are associated with CD related complications, who is at
the risk of aggressive CD requiring more earlier and aggressive
therapies than others.””

Previous Western studies have shown that jejunal involve-
ment of CD is associated with the higher risk of stricturing and
penetrating complications, surgery, and postoperative recur-
rence.”” In addition, younger age at initial diagnosis, the pres-
ence of perianal disease, the need for systemic steroid therapies,
smoking, and any significant change of serologic markers have
been suggested as predictors of its aggressive disease activity.”*
However, there only have been limited studies for these issues
preformed in Korean CD patients. Moreover, CD phenotypes
seem to differ considerably between East Asians and whites.’
Korean CD patients revealed a male predominance in sex dis-
tribution, predominance of ileocolonic disease in the disease
location, and a higher incidence of perianal fistula in disease
behavior.” Therefore it is important to be aware of the subtypes
and natural history of CD and the medication used to treat the
disease in order to optimize the health care of patients with CD
in different populations.”®

In this issue of Gut and Liver, the article “The clinical char-
acteristics and prognosis of Crohn’s disease in Korean patients
showing proximal small bowel involvement: results from the

CONNECT study” by Kim et al.® performed a nation-wide cohort
study including 1,329 CD patient from 32 Korean institutions.
The result showed that the patients with jejunal involvement
were more likely to be smokers (18.9% vs 14.2%), having less
frequent L2 (colonic) disease (2.7% vs 19.2%) and fewer peri-
anal fistulas at diagnosis (20.7% vs 28.3%), and displaying more
complicated (stricturing) disease behavior (19.8% vs 12.7%)
compared to those without jejunal involvement. Consider-
ing surgery-free survival of patients, the patients with jejunal
involvement showed significantly lower 10 year surgery-free
survival rate than those without jejunal involvement (58.4%
vs 67.8%, p<0.001). After adjusting for possible confound-
ing variables, such as age, sex, and perianal fistulas, jejunal
involvement was found to be an independent risk factor for
surgery after CD diagnosis (hazard ratio [HR], 1.524; 95% con-
fidence interval, 1.184 to 1.961). In addition to jejunal involve-
ment, female sex and complicated disease behavior were poor
prognostic factors in terms of surgery-free survival (HR: female
sex, 1.307; structuring behavior, 1.356; penetrating behavior,
2.131). Therefore, authors concluded that proximal small bowel
involvement should be evaluated in patients with CD for pre-
dicting long-term clinical outcomes. They also suggested that if
aggressive medical therapy is provided to patients with compli-
cated disease behavior, also the patients with jejunal involve-
ment should be actively considered for those treatments.

The present study is very meaningful because it is the first
multicenter nation-wide cohort data providing better under-
standings of clinical characteristics and prognosis of Korean CD
patients with jejunal involvement. The incidence of jejunal in-
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volvement in the present study (16.7%) was higher than West-
ern countries (3.8%),” but was similar to the previous study per-
formed at a single tertiary hospital in Korea (14.1%).° Genetic,
environment factors, or difference in intestinal microbes have
been suggested as possible reasons for this discrepancy.’ The
inflammatory bowel disease susceptible genes that have been
firmly associated with CD in the Caucasian population such as
NOD?2 , interleukin-23R (IL-23R) , and ATG16L1 showed no cor-
relation with CD in Japanese, Korean, and Chinese Han patients,
while IL-23R showed a weak correlation in Korean.” However,
single nucleotide polymorphisms on TNFSF15 have been identi-
fied to be more strongly associated with Asian CD patients than
Caucasians.’

In this study, upper GI involvement was more common in
patients with jejunal involvement than those without (odds
ratio=1.643). Authors suggested that patients with jejunal in-
volvement should be evaluated for upper GI involvement via
upper endoscopy. The prevalence of esophageal CD has been
reported as 0.3% to 10% in adults.® A recent prospective study
have shown that the frequency of gastroduodenal CD var-
ies geographically from 16.5% in Eastern Europeans to 2% in
Asian patients.'® Upper GI involvement predicts more severe
CD phenotypes requiring more aggressive medical and surgi-
cal intervention.' However, only little is known about clinical
characteristics and specific managements of these patients.
Therefore, more studies are warranted for this issue.

Based on the result of the present study, authors suggested
further study for risk-stratification of CD patients including
risk factors such as complicated disease behavior and jejunal
involvement to select optimal treatment strategies. Recently,
another study” result from the CONNET study conducted by the
Korean Association for the Study of Intestinal Diseases (KASID)
firstly validated a novel predictive model that can be used to
predict the risk of surgical intervention in Korean patients with
CD. As well as jejunal involvement, age at diagnosis, initial
disease behavior, and perianal disease at diagnosis were as-
sociated with a poor prognosis of CD. They developed a simple
point score model for CD-related surgery (simplified-the Korean
Crohn’s Disease Prediction, S-KCDP) based on four categorical
variables (age at diagnosis <24 years, jejunum involvement,
stricturing or penetrating behavior, and perianal lesions at di-
agnosis). Kaplan-Meier plots stratified by the S-KCDP classifica-
tion (low-risk [score 0-1], intermediate-risk [score 1.5-2], and
high-risk [score >2.5] groups) showed a significantly greater
surgery rate in the high-risk group compared with the low-risk
group (log-rank p<0.001) in both the training and validation
sets.

The limitation of the present study is that its cohort was es-
tablished by retrospective review. Thus, this cohort was not the
representative of all patients with CD in Korea. More detailed
and standardized treatment protocol should be included for ac-
curate analysis. Large scaled prospective studies including the
patient’s quality of life are needed to evaluate more detailed
prognosis of patients having jejunal lesions, and select those
who would need any early intensive treatments.
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