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Dysregulation of leptin receptor (LepR) signaling links to development of
gastric tumors. In this study, we demonstrated that LepR signaling activation is essential for the
induction of gastric tumor, intestinal metaplasia and dysbiosis of microbiota using both models of
gene-targeting and high-fat diet-induced obese mice. LepR-deletion suppresses the development of
these pathogenesis and dysbiosis. These results indicate that the gastric leptin signaling can
regulate cell differentiation of the stomach and environment of gastric mucosa.



LepR

SOCS3
(T3b-SOCS3 cKO)
dysbiosis
SOCS3  LepR T3b-(SOCS3xLepR) double cKO
LepR T3b-LepR cKO
SOCS3 T3b-SOCS3cKO SOCS3
LepR T3b-(SOCS3xLepR) dcKO T3b-SOCS3 cKO

10
Inagaki-Ohara, Oncogene, 2014  T3b-(SOCS3xLepR) dcKO
T3b-SOCS3cKO



IL-6
T3b-(SOCS3xLepR) dcKO
LepR T3b-LepR cKO
db/db
T3b-LepR cKO
dysbiosis 16S rRNA
DNA gPCR g 10°
10
Lactobacillus Bifidobacterium
T3b-LepR cKO
dysbiosis
E# | = (i | = 14
L
7T FANPAAE

AR THLMGS-BLTF D
DL - AT B EIHEAR

SOCS3



3 3 0 3

Arita S. and Inagaki-Ohara K 67-68

High-fat diet-induced modulations of leptin signaling and gastric microbiota drive precancerous 2019
lesions in the stomach.

Nutrition 110556

DOl
10.1016/j .nut.2019.110556

Arita S, Ogawa T, Murakami Y, Kinoshita Y, Okazaki M, Inagaki-Ohara K. 11

Dietary Fat-Accelerating Leptin Signaling Promotes Protumorigenic Gastric Environment in Mice 2019

Nutrients E2127
DOI

10.3390/nul11092127

Inagaki-Ohara K 20

Gastric Leptin and Tumorigenesis: Beyond Obesity 2019

Int J Mol Sci. E2622
DOI

10.3390/i jms20112622




