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ABSTRACT

Discovery of susceptible gene by GWAS
and prognostic biomarker by analysis of clinical data

in Korean Crohn's disease

Jae Yong Han

Department of Medicine

The Graduate School, Yonser University

(Directed by Professor Won Ho Kim)

Crohn's disease (CD) is an intractable chronic inflammatory
bowel disease of unknown cause. It is characterized by
intestinal ulceration predominantly in the ileum and colon and
as a consequence, most of the patient suffers from
life-threatening complications such as intestinal stricture,
abscess, fistula, and perforation.

Although a regional difference exists, the incidence and
prevalence of inflammatory bowel disease according to recent
epidemiology studies in Korea indicated an increasing trend.

Along with the ulcerative colitis, CD is thought to be caused
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by complex causes such as genetic, environmental, and
immunologic factors. However, data on familial and ethnic
tendency in CD, and higher incidence of CD in the identical
twins when compared to the fraternal twins strongly indicate a
genetic factor involved in the pathophysiology of the CD.

Cumulative surgery rate was lower in Koreans when
compared to that of Western, nonetheless, the data showed a
higher rate of simultaneous involvement of small and large
intestine, of perianal involvement, and of azathioprine-related
bone marrow suppression.

There have been many reports on NODZ and ATGI16L1 gene
polymorphisms in western CD patients. However, this link was
not evident in the Korean CD patients. In light of this, we
performed Genome-Wide Association Study (GWAS) in
Korean CD patients to identify susceptibility genes.

Peripheral blood DNA samples from groups of patients with
CD (n=277) diagnosed at Severance Hospital and healthy
controls (n=247) were genotyped by Affymetrix Axiom
Genome-Wide ASI Array.

As a result, 7NFSF15 gene was found to be susceptible in
Korean CD patients. Furthermore, DABI locus polymorphism
showed a trend towards terminal ileal disease location,
whereas, DACHI gene towards colonic disease location. Early

hospitalization was associated with NUCBZ gene, and use of
31



azathioprine or other immunosuppressive agents with GRMSE
gene. Therefore, further detailed analysis of replication study

1s needed.

Key Words : Crohn's disease, GWAS, susceptible loci,

TNFSF15
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