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Abstract:

Background: Chronic Inflammatory Bowel Diseases (IBD) including Crohn’s disease
(CD) and ulcerative colitis (UC) are gastrointestinal disorders under the influence of a
complex genetic basis. One hundred sixty-three predisposition loci were identified by
genome-wide association (GWAS) studies, refocusing the pathogenesis of IBD on
immunity genes. Autophagy is a fundamental mechanism in the maintenance of
intestinal homeostasis. Failures of this mechanism appear to be a major risk factor in
the setting up of chronic intestinal inflammation. Two single nucleotide
polymorphisms (SNPs) within two genes, were selected namely (rs2241880 A—>G)
for ATG16L1 and (rs10065172 C>T) for IRGM.These two genes are both involved
in the autophagy mechanism. We investigated these two SNP in an Algerian cohort
for the first time since no previous association studies between IBD and the two studied
genes were available for the Algerian population.

Methods: A case-control study was performed on a cohort including 95 Algerian
patients with Crohn's disease and ulcerative colitis versus 116 Controls. Genotyping
of the cohort involved allelic discrimination by TagMan SNP Genotyping Assay.

Results: A statistically significant association of the rs2241880 A->Gmutation of the
ATGI16L1 gene was demonstrated in IBD (p = 0.04) and, more particularly in Crohn's
disease (p = 0.03).The presence of this mutation would increase the risk of Crohn's
disease by a factor of 2 in its GG homozygous mutated form (OR =2.11 95% CI (1.07-
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4.16)). No significant associations were found for the rs10065172 C>T mutation of
the IRGM gene.

Conclusion: Our data highlight the involvement of the ATG16L1 gene in the genesis
and/or evolution of IBD cases, notably Crohn's disease, indicating the impact that
deregulation of the autophagy mechanism could have on the Algerian population.
Nevertheless, it would be interesting to expand the sampling and carry out the
functional studies to elucidate the impact of the deregulation of the ATG16L1 gene in
IBD.
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