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Gut microbiota from patients with colorectal cancer promotes the progression of intestinal adenoma in
Apc™™ mice

LI Lu, LI Xiao—fei, SUN Yue, LIU Tian—yu, WANG Bang-mao, CAO Hai-long, JIANG Kui

(Department of Gastroenterology and Hepatology, General Hospital, Tianjin Medical University, Tianjin 300052, China )

Abstract Objective: To investigate the efficacy of gut microbiota from patients with colorectal cancer (CRC) on the progression of in
testinal adenomas in Apc™* mice. Methods: The female Apc™* mice aged 4 weeks were divided into three groups: PBS group (gavage of
sterile phosphate buffered solution, PBS), FMT-H group (gavage of mixed fecal samples from healthy people) and FMT-C group (gavage of
mixed fecal samples from patients with CRC),10 mice in each group. After receiving antibiotic cocktails in drinking water for three days, the
mice were inoculated with a total of 16 times transfer experiments over the subsequent 8 weeks. The intestinal adenoma burden of each
mouse was observed and recorded under an optical microscope. Intestinal tissue was collected for immunohistochemistry to evaluate tumor
cell proliferation and Wnt signaling pathway activation. Results: Compared with FMT-H group , the number of adenomas and the percent—
age of ki-67 positive cells in intestinal tumor tissues in the FMT-C group significantly increased. Heterotopic expression of f—catenin and
expression of downstream cyclin (cyclinD1) were increased in the FMT-C group. Conclusion: Gut microbiota of CRC patients promotes in—
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testinal adenoma progression in A pc™ mice by inducing chronic low—grade intestinal inflammation and activating Wnt signaling pathway.
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Fig 1 Effect of gut microbiota from CRC patients on body weight and tumor number in mice
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Fig 2 Gut microbiota from CRC patients promotes the deterioration

of intestinal adenomainmice (Hematoxylin—eosin staining, x100)
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Fig 3 Gut microbiota from CRC patients promotes proliferation and inhibited apoptosis in intestinal tumors (immunohistochemical staining, x

200; TUNEL assay, x200 )
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Fig 4 Gut microbiota from CRC patients up—regulates Wnt signaling pathway(Immunohistochemical staining, x400 )
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