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Mouse Models of Metaplasia in the Stomach using Tffl-Cre mouse

Kinoshita, Hiroto

3,200,000
Tff1-Cre
TFf1-Cre;LSL-KrasG12D Kras
Tff1-Cre;Pten f/f
ERK RAS-MAPK Tff1-Cre;
Cdhl f/f
Tff1-Cre

We established a Tffl-Cre bacterial artificial chromosome transgenic mouse
line in an attempt to induce gene modification specifically in the gastric pit lineage. In the
stomachs of Tffl-Cre;LSL-KrasG12D mice, proliferating cell clusters expanded throughout the corpus
glands, with foveolar cell expansion with ectopic Alcian blue-positive mucins, oxyntic atrophy, and
pseudopyloric changes with spasmolytic polypeptide-expressing metaplasia; however, gastric cancer
was not observed even at 12 months of age. Tffl-Cre;Ptenflox/flox mice displayed similar changes to
those seen in Tffl-Cre;LSL-KrasG12D mice, both with aberrant ERK activation within 3 months.
TFf1-Cre;Cdnhlflox/flox mice developed gastric epithelial shedding with hyperproliferation and loss
of normal gastric lineages. Eventually, the glandular epithelium in Tffl1-Cre;Cdhl1flox/flox mice was
completely replaced by squamous epithelium which expanded from the forestomach.
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