©
2016 2018

Highly invasive spontaneous tumorigenesis model of colorectal carcinoma with
abundant stromal reaction
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Hinoi et al. succeeded in creating a mouse model that spontaneously develops
large intestine tumor by inactivating APC gene. Based on this model, CDX2P-Cre; Apc knock-out +

mutant KRAS knock-in mice model and CDX2P-Cre; Apc knock-out +TGFBRII knock-out mice were generated
by adding KRAS and TGFBRII mutation, respectively. The pathological features of these models were
analyzed. The tumor acquired invasiveness when KRAS mutation and TGFBRII mutation were added to the
APC mutation. Extracellular matrix volume, and expression of alpha-smooth muscle actin (o -SMA),
which is a marker for cancer-associated fibroblast (CAF), were increased in the mice to which KRAS
mutation or TGFBRII mutation was added. Higher values in micro vessel density and lymph vessel
density were observed in mice with KRAS or TGFBRII mutation. The tumor developed in these
spontaneous tumorigenesis models with multiple mutations, closely resembled human colorectal cancer.
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1) CDX2P-Cre; Apc KO mice (APC KO mice)

2) CDX2P-Cre; Apc KO + mt KRAS KI mice (APC KO+KRAS KI mice)

3) CDX2P—-Cre; APC KO +TGF- 8 RII KO mice (APC KO+TGF- 8 RIl KO mice)
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than in tumors from APC KO mice.
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SEF) A SN - Lymph vessel density (LVD) was significantly greater in tumors from APC KO + KRAS KI mice than
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