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[Abstract]

Objective To investigate the effect of Yimei Baijiang formula(YMBJF) on intestinal epithelial-mesenchymal

transition (EMT) in mice with inflammation-associated colorectal cancer (CAC). Methods ~ Sixty male BALB/c mice aged 6-8 weeks
were randomly divided into blank group, model group, capecitabine group (0.83 g/kg), and low-, medium-, and high-dose groups of
YMBJF (4.63, 9.25, 18.5 g/kg), with 10 mice in each group. In addition to blank group that was injected with normal saline (10 mg/kg)
intraperitoneally, the rest of the mice were injected with azoxymethane (10 mg/kg) intraperitoneally once and given 2.5% dextran
sulfate sodium cyclically to drink daily to establish the CAC model. Intervention was conducted at the Sth week after the modeling
began. Mice in each group were treated with the drug for 2 weeks and given a 1-week break (drug holiday); during the break, they were
given normal saline by gavage. The experiment ended on the 77th day. During the experiment, the general state of the mice was
observed; after sacrifice, the colorectal length and the number of tumors were measured. Hematoxylin-eosin (HE) staining was used
to observe the pathological changes of colorectal tissues. Enzyme-linked immunosorbent assay (ELISA) was used to detect the levels
of serum inflammatory factors [tumor necrosis factor-a (TNF-a), interferon-y (IFN-y) and interleukin-10 (IL-10)];
immunohistochemistry (IHC) was used to observe the expression of TNF-a, IFN-y, and IL-10 in colorectal tissues. Real-time
fluorescence quantitative PCR (qRT-PCR) was used to determine the expression of E-cadherin, N-cadherin, and Vimentin mRNA in
colorectal tissues. Western blotting was used to detect the expression of N-cadherin and E-cadherin proteins in colorectal tissues.
Results (1) HE staining results showed that, compared with blank group, model group showed decreased body weight (P<0.05),
poorer general conditions, significantly shortened colorectal length (P<0.05), a notable increase in the number of tumors >3 mm
(P<0.05), and obvious colorectal pathological damage. In comparison with model group, medium- and high-dose YMBJF groups
exhibited increased body weight (P<0.05), improved general conditions, longer colorectal length (P<0.0S), reduced number of
tumors >3 mm (P<0.05), and alleviated pathological damage. (2) ELISA and IHC results showed that, compared with blank group, the
expression of IFN-y and TNF-« in serum and intestinal tissues of model group was significantly increased, while the expression of IL-10
was significantly decreased (P<0.05). Compared with model group, capecitabine group and medium- and high-dose YMBJF groups
showed opposite trends in the expression of these factors (P<0.05). (3) qRT-PCR and Western blotting results showed that,
compared with blank group, the expression of N-cadherin (protein and mRNA) and Vimentin mRNA was significantly increased in
model group, while the expression of E-cadherin (protein and mRNA) was significantly decreased (P<0.05). Compared with model
group, medium- and high-dose YMBJF groups exhibited opposite changes in the expression of these genes and proteins (P<0.05).
Conclusion YMBJF can improve the general growth condition of mice with inflammation-associated colorectal cancer, reduce the
number of tumors, lower the levels of inflammatory factors, and delay the EMT process, thereby preventing colorectal cancer.
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Fig.1 Effects of YMBJF on colorectal length and number of tumors >3 mm in mice (n=8)
A SN REE BB K E R s B YMBE X/ S B B2 K >3 mm IR R 152N . 525 FLALEEE, (1)P<0.0S; 5
B, (2)P<0.05; S RAFMBIEAILEL, (3)P<0.05; 5 YMBJF R AR, (4)P<0.05. YMBJF. &M ETT

PRI ZH AR , YBJF{E&%’UE?E YMBJEH AL - YMBJE 2

ey

2 %?H/J\ Eﬂéﬂ Jﬁiﬂ /}‘Eﬂc(HE %200)
Fig.2 Histopathological changes of mice in each group (HE staining, x200)
YMBJF. EEAEI 7

(P<0.08); SHEERIZ AR, RAFLEL] ) YMBJE 1 I (P<0.05) (F 1., Fl3)
4] TNF-a, IFN-y £350 8 F, I-10 %5 2.5 YMBJEXE/NERZS B LR B B Rk 2

F1 SA/NRIMGE XS5 E AL IEN-y IL-10 Fl TNF-o /KT (vts, n=3)
Tab.1 The levels of TNF-a, IFN-vy, and IL-10 in serum and colorectal tissues of each group of mice (x+s, n=3)

s3] L3 (pg/ml) SEE A (%)

TNF- IFN-y IL-10 TNF- IFN-y IL-10
EEE 41.320+20.890 799447482 54.920+2.864 6.677+0.645 6.250+0.406 0.842+0.084
FERIZH 418.700+60.500" 42.010+4.820")  11.270+2.350" 31.440+2.858)  22.088+2.226"  0.33620.036"
AL 248.500+48.8500 22.370£7.379%  24.220+3.025? 9.615+1.552? 8.41240.536®  0.770£0.0368%
YMBJEfIRFII4]  306.300+44.110 26.220+10.160  16.032+1.652 25.70642.019%)  12.913+1.240 0.379+0.077?
YMBJE 74 225.900£37.080% 22.240£2.274%  23.260%7.796% 12.047+2.033? 9.791£0.719%  0.518+0.030%)
YMBJF S 116.200+51.480P009  16.040£3.967?®  42.71024.503PPDE)  8623+0.835@®  7231+0.8640@  0.771+0.038PWE)
F 26.090 9.022 47.170 95.830 75.190 48.320
P <0.0001 0.0009 <0.0001 <0.0005 <0.0005 <0.0005

HaHAE, (1)P<0.05; HHEAA LI, (2)P<0.05; H5RAGMIEM LE, (3)P<0.05; 5 YMBJFILHI a2 [, (4)P<0.05; 5
YMBJFE i FI 4L H#, (5)P<0.05. YMBJE. EMEMH )7 ; TNF-o. SR IRAEIN F-a; IEN-y. y THEE; IL-10. AR/ &K -10
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Fig.3 Expressions of TNF-o, IFN-vy, and IL-10 in colorectal tissues of each group mice (IHC, x200)
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