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Objective  To study the effect and possible mechanism of Molecular chaperones HscB derived from
Clonorchis sinensis (CsHscB) on colitis-related colorectal cancer induced by Azoxymethane (AOM) and Dextran sodium
sulfate (DSS).  Methods Mice with C57BL/6 background were randomly divided into normal control group (NC group,
n=10),rCsHscB group (7 =10),model group (AOM+DSS group,n =15) ,and rCsHscB intervention group (AOM+
DSS+rCsHscB group.n=15). The mice in AOM-+DSS group and AOM—+ DSS-+ rCsHscB group were given 8 mg/kg
body weight AOM intraperitoneally once a day for 7 days. Then, mice were given drinking water with 2% DSS for 7
days,and normal drinking water for 14 weeks,which repeated four times. The mice in rCsHscB group and AOM+ DSS+
rCsHscB group were intraperitoneally injected with 1. 25mg/kg body weight rCsHscB protein after four and seven days
for 2% DSS drinking water. Body weight and the death of mice in each group were recorded. All mice were killed after 84
days for 2% DSS drinking water, and the length of colon , number of tumors were recorded. HE and Masson staining
were used to observe the histopathology of colon. The levels of 11.-6 , MCP-1 and IL.-10 in colon were detected by ELISA.
Western Blot were conducted to detect the expression levels of o-SMA, MMP2, Occludin, ERK1/2, p-ERK1/2, JNK, p-
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JNK,P38,p-P38, AKT,p-AKT,STAT3 and p-STAT3 in colon.
of colorectal cancer was 71.4%. The body weight and the length of colon in AOM-+DSS group decreased significantly (F

Results Compared with Normal group,the occurrence

=14.136,P<C0.05; F =60. 875, P < 0. 01) and inflammatory cells infiltration and fibrosis were more serious in colon.
However,compared with the AOM-+DSS group, the survival rate in AOM+DSS+rCsHscB group increased significantly
(X*=6.652, P<C0. 01); the body weight loss (F = 14. 136, P <{0. 01), colon shortening (F = 60. 875, P <C0. 01),
inflammation and fibrosis in colon were all improved; the number of colon tumors reduced significantly (¢ =3. 229, P <<
0.01),only 10% of mice developed colon tumor. In addition,IL-6 and MCP-1 in colon also decreased significantly (F =
35.351,P<C0.05; F=21. 118, P <C0. 01) , while IL.-10 increased in this group (F =27. 351, P <C0. 01). Western Blot
analysis showed that the protein levels of -SMA and MMP2 decreased (F =29, 361, P <0.01;F =83.001,P<C0.01),
but the Occludin increased (F =29, 023,P<C0.05) in AOM-+DSS+rCsHscB group. Moreover.the levels of p-ERK1/2/
ERK1/2 (F=11.565,P<C0.01),p- JNK/ JNK (F=19. 954,P<C0.01),p-P38/ P38 (F=14.725,P<0.01),p-AKT /
AKT (F=44,02,P<0.01),p-STAT3 /STAT3 (F=15.411,P<C0. 05) were significantly lower than those in the AOM
+DSS group. rCsHscB alleviates AOM/DSS-induced colitis-related colorectal cancer via inhibiting the
activation of MAPK and AKT/STATS3 signaling pathways.

Conclusion
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H/NBOE B E S 8 mg/kg AOM, Normal 4H #1
rCsHscB #HE S & E A BEh K, IE W M 38 1 [, 46m
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DSS @ LU 2 rCsHseB T4 T & A 2% DSS 11k
FHIK 7 o P4 T 15 8 = R K AR OK 5 L i 3 J8 o — A4
PEER, L 4 ANPEH, DSS R 4 d.7 d B F
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Fig. 1 The change of body weight and survival rate in each group
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Fig. 2 The length of colon and number of tumors in each group
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Fig. 3 HE staining and Masson staining of colon in each group
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A The expression levels of a-SMA, MMP-2 and Occludin were
detected by Western blot B The statistical analysis of e-SMA C
The statistical analysis of MMP-2 D The statistical analysis of Occludin
(* P<C0.05;" P<C0.01;° P<<0.01;* P<C0.05)

Fig. 4 Expression of a-SMA,MMP-2 and Occludin in colon
in each group
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Fig.5 The concentration of cytokines in the homogenate supernatant
in each group
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0)
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A The expression levels of p-AKT, AKT,p-STAT3 and STAT3
were detected by western blot B The statistical analysis of p-AKT/
AKT C The statistical analysis of p*STAT3/STAT3(I' P<C0.01;°P
<0.01;* P<C0.05)
Fig. 6 The expression levels of AKT/STAT3 signaling pathway
in colon in each group
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Fig.7 The expression levels of MAPK signaling pathway
in colon in each group
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