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Fundamental research of clinical use for pseudomyxoma peritonei: comprehensive
sequencing analysis and generation of transgenic mouse models
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Pseudomyxoma peritonei (PMP) is a rare disease with distinct feature caused
by cancerous cells producing mucin. Although mutations of KRAS and GNAS have been involved in
carcinogenesis of PMP, druggable targets based on gene expression profiles and genomic profiles have

been unknown. Additionally, there was no animal model for PMP due to its rarity. To disclose
druggable targets for PMPs,comprehensive genome analysis consisting of RNA-sequencing and whole
genome sequencing was conducted with PMP tissues and their matched normal tissues. Cre recombinant
mice were crossed with Kras mutant mice and GNAS mutant mice. The genomic analysis reveals that
PI3K-AKT pathway is identified as a new druggable target and mucin producing related genes and
inflammation related genes play important role for tumorigenesis of PMP. Not only GNAS mutation but
also mutations of GNAS and KRAS enable mice to generate appendiceal polyps. However, these polyps
did not show PMP-unique phenotype, mucin producing.
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