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Genomic landscape of colitis-associated cancer indicates the impact of chronic
inflammation
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We obtained fresh-frozen tumor tissues from 22 colitis-associated cancer
(CAC) patients and performed exome sequencing and RNA-Seq. We then selected 43 recurrently mutated
genes and performed targeted sequencing on 90 archive specimens from CAC patients. The most
commonly mutated gene in CAC was TP53, whose mutation was found in 66%. APC mutations were found
only in 16%, which were associated with differentiated adenocarcinoma, left-sided colitis, and late
onset of IBD. On the other hand, mutations of another Wnt-related gene occurred in 11% of CACs and
showed significant association with IBD duration, indicating its link to chronic inflammation. CACs
showed distinct genetic features from conventional CRCs, while some showed similar features. Mutated
genes specific to CACs, especially ones in Wnt signaling, have an implication for stratification
and treatment of CAC.
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