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Abstract: Objective To investigate the inhibitory effect and mechanism of lentinan on colitis-associated
colorectal cancer (CAC) induced by azomethane (AOM)/dextran sulfate sodium salt (DSS) through the I1L-6/
STAT3 pathway. Methods C57BL/6 mice were randomly divided into a control group, a model group, a
low-dose group (0.865 mg/kg lentinan), a medium-dose group (1.73 mg/kg lentinan), and a high-dose group
(3.46 mg/kg lentinan). Except the control group, CAC was induced by AOM/DSS in the other groups, and
corresponding drugs were injected intraperitoneally during the modeling process. Body mass, disease activity
index (DAI) score, colon length, and tumor number were compared among all groups. Hematoxylin—eosin
staining was used to observe the pathological morphology of colon. ELISA was utilized to detect the IL-6, IL-
1B, and IL-18 contents in serum. Western blot analysis was conducted to detect the expression levels of IL-6,
p-STAT3, and c-Myc in colon tissues. Results The tumor number, DAI score, serum IL-6, IL-1p, and IL-18
contents and the expression levels of IL-6, p-STAT3, and c-Myc in the colon tissue of the model group were
higher than those of the control group, while the body mass and colon length were lower than those of the
control group (P<0.05). The pathological morphology of colon tissues showed adenocarcinoma formation.
After different doses of lentinan intervention, the tumor number, DAI score, serum IL-6, IL-1p, and IL-18
contents and the expression levels of IL-6, p-STAT3, and c-Myc in colon tissues were all lower than those in
the model group, while body mass and colon length were higher than those in the model group (P<0.05). The
pathological morphology of colon tissues showed adenomas of different grades but no adenocarcinoma was
found. Conclusion Lentinan inhibits CAC formation, and its anticancer effect is related to the inhibition of
the IL-6/STAT3 pathway.
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Figure 1 Comparison of body weight and disease activity
index (DAI) score of mice among all groups
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Table 1 Comparison of tumor number and colon length in
mice among all groups (n = §)

Groups Tumor number Colon length (cm)
Control 0 8.61+0.67
Model 2.5240.61° 5.47+0.33"
Low dose 2.04+0.36" 7.01+0.46"
Medium dose 1.67+0.29" 7.62+0.59™
High dose 1.25+0.17 8.04+0.61""

Low dose

Notes: *: P<0.05, compared with the control group; #: P<0.05, comp-
ared with the model group; a: P<0.05, compared with the low dose

group; b: P<0.05, compared with the medium dose group.
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Figure 2 General morphology of colon tissues in each group

—

A it (R L 1 4
L m
| ! p |
EETEETEEURR R PRR TR TR S il U




ADYBERH I 2Y2024E55514555 115 Cancer Res Prev Treat,2024,Vol.51,No.11

* 911 -

Control

F2 BANRIEPIL-65 Hfth 214 & Bz 40 B E F Y tE
B(n=8)
Table 2
cytokines in serum of mice among all groups (n=8)

Comparison of IL-6 and other inflammatory

Groups IL-6 (ng/ml) IL-1B (pg/ml) IL-18 (pg/ml)
Control 21.58+3.57 47.48+5.68 40.37+4.23

Model 51.37+6.12"  142.57+16.03" 151.44+14.98"
Low dose 40.37+3.86"  107.41£12.74" 114.57+12.54"
Medium dose  33.58+3.14™  86.77+7.24™  90.32+8.39"
High dose 26.62+£2.67™  60.32+4.86™  69.57+£5.23""

Notes: IL-6: interleukin-6; IL-1p: interleukin-1f; IL-18: interleukin-18.
*: P<0.05, compared with the control group; #: P<0.05, compared with
the model group; a: P<0.05, compared with the low dose group; b:

P<0.05, compared with the medium dose group.
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Figure 4 Expression of IL-6, p-STAT3, and c-Myc in colon tissues of

mice in each group
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