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Abstract

Orwver the last two decades, cmnmcer-related alterations in DA methylation thal regulate
transcription have been reported for a variety of lumors of the gastirointestinal tract.
Due to itx relevance for translational research, greal emphasis has boen placed on the
analy=is and molecular characterization of the Cpd Island Methylalor Phenoly pe
IMP), defined as widespread hypermwthylation of CpG oislands in clinically distinct
subsels of cancer paticnts. Here, we presentl an overview of previeous work in this field
amd alwo explore some open questions using cross-platform data for csophageal, gastric,
amnd colorectal sdenocarcinomas from The Cancer Genome Atlas. We provide a data-
driven, pan-gastroimtestinal stratification of individual samples based on CIMIP stalus
amd we investipgate correlations with oncogenic alterations, including somatic mualations
amd epigenctic silencing, of lumor suppressor gones. Bestdes known evenls in CIMIDP
such as BRAF VaOOE mutation, CIDEN2Z2A silencing or MLHT inaclivation, we discuss the
potential role of ecmerging actors such as Wnt pathway deregulation through truncating

mutations in BRNFE3 and epigenclic silencing of PWIF]T. Our results highlight the
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