GHE AP IR 2 35 R F M) Y2021 4F 9 A4 13 4 %6 3 1 J Dig Oncol (Electronic Version) , September 2021, Vol 13, No.3

AE SRR E o T JH MyD88 411 il 45 iz ¥ 241 fid
12225 A E VL BT 5E

XFEWI2 HRAE AR B AR KRB RE EAA
1. B EZ KRS ERE BBR,  E#E 200062
2. bR R AE M E B R — NRERE HER, B 200080

[(FBE)] BH EITERRE T N IE MyD8S 11 il 25 I i 41 I 17 2% % %% 1 1 F J nl RE 1 ML
Tk TE A AR A S50 v DL 98 HCT—116 4 M0 N 25 198 Lovo 40 MUAE R AR BSR4 43 o b
WRZH RER TR AL, e R TR ALY TN [6) () RE LR 245 Wy vk FE Ab 3 4k 25 15 57 48 h J 15 50 A CCK -8 i 46 il
BB £k, A0 U TS0 K NS5 i HCT-116 4873 6 I 4] RE SRR 4 | RE R R4 T L) 20 pumol/L
A e A B A8, WA A S R O X 40 R A I A T K R ) Y 1R 2% i R ML B O AL S
2 #4r, — 43 HCT-116 40 A WF 58 % 4 | 4 4 K b ¥ 07 15 [ i 5 53 — 3 4 L MyD88 A2 5% A\ 25 1
i HCT-116 41 9 BF 5 X R #4792 55 | 73 2 MyD88-NC 21 MyD88-KD 41 . MyD88-OF £ , &K 5k
55 0 3 50 F 0 .48 h WLER & 41 HCT-116 AN B R 16 &L, EL 4B i B fE 77 ; Transwell 55 5 43 il
MEE0.24 h %4l HCT-116 408 19 i B 15 B0 | o 5 4N M 5 B8 66 7 8 11 o B e ook A I 348 4% 41 40 i
19 MyD88 | it 43 i 25 (T —2 (MMP-2) A & @ E I f-9 (MMP-9)H MR K2R &
B RS T LA W 00 2 P A0 R 0 B AR LS 0 ) RO RE SRR TT L) W A 0 4 T
A if Y R T, 4 BRZE AR LG 25 B SRR L (P=0.02) . MyD88-KD 4 1T B % (MR L5 | Transwell
SEHS ) B AR R AL (P=0.04, P=0.03) , Ifi MyD88—OE 41 /Y iF & % (R JE 325 Transwell 5555 ) N i
F T xR, W 2 B A G L (P=0.004, P=0.002) ; & 5 1 41 1) 3 A% R Al 3 8 IR AL
PHZRA G EE L (P=0.009) ; MyD88-KD 21 & A& R iz 41 MMP-2 MMP-9 1) 2 111 %35 ¥ 15 &
IS, 1 MyD88—OE ZH W W3 &2 7t & | 5 % ALt 25 R A G iF 2 B L (P<0.01) &5 FER M Al W %
AL MyD88 45 [ /1235, Jfil & X} MMP-2 Al MMP-9 & 1235 /Y T I 52 30X A 45 1 98 2 i {7 28 4%
R RE F7 0 B I

[X83A] BEFELIETF 88, i, HM, M

Mechanism of ursolic acid inhibiting invasion and metastasis of colon cancer cells by down regulating
MyD88
Liu Qiaoli"?, Chen Zixi', Xiang Fenfen', Fan Yan', Zhu Zhaowei', Zhang Mengzhe', Wu Rong’, Kang Xiangdong'
1.Clinical Laboratory, Putuo Hospital Affiliated to Shanghai University of Traditional Chinese Medicine,
Shanghai 200062, China
2.Department of Traditional Chinese Medicine, Shanghai General Hospital, Shanghai 200080, China
Corresponding author: Kang Xiangdong, E-mail: xd_kang@163.com

[Abstract]  Objective To investigate the effect and the possible mechanism of ursolic acid on
inhibiting the invasion and metastasis of colon cancer cells by down regulating MyD88. Methods In the cell
proliferation experiment, human colon cancer HCT-116 cells and human colon cancer Lovo cells were divided
into control group and ursolic acid group. The ursolic acid group were treated with different concentrations of
ursolic acid. When cultured 48 hours, the proliferation curve were detected by CCK—-8 method. In the apop-

tosis experiment, human colon cancer HCT-116 cells were divided into control group and ursolic acid group.
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The concentration of the ursolic acid group was 20 wmol, cells were collected after 48 h and the apoptosis
level were detected by flow cytometry. The mechanism research of invasion and metastasis includes two parts.
One part is HCT-116 cells, the grouping and treatment methods are the same as before. The other part took
MyD88 stably transformed human colon cancer HCT-116 cells as the research objects. And they were divided
into MyD88-NC group, MyD88-KD group and myd88-OE group. The migration of HCT-116 cells in each
group was observed at O h and 48 h respectively. Transwell experiment was used to observe the migration of
HCT-116 cells in each group at O h and 24 h, then compare the cell migration ability. The protein expression
levels of MyD88, matrix metalloproteinase—2 (MMP-2) and matrix metalloproteinase—9 (MMP-9) were detected
by Western blot. Results ursolic acid could significantly inhibit the proliferation of colon cancer cells in a
dose —dependent manner. Meanwhile, ursolic acid could significantly promote the apoptosis of colon cancer
cells, and the difference was statistically significant compared with the control group (P=0.02). The mobility
of MyD88—KD group (scratch test and Transwell test) was significantly lower than the control group (P=0.04,
P=0.03), while the mobility of MyD88—-OFE group (scratch test and Transwell test) was significantly higher
than the control group (P=0.004, P=0.002); The mobility of ursolic acid group was also significantly lower
than the control group (P=0.009); The protein expressions of MMP-2 and MMP-9 in MyD88-KD group and
ursolic acid group decreased significantly, while those in MyD88—-OE group increased significantly, which was
statistically significant compared with the control group (P<0.01). Conclusion ursolic acid can significantly

reduce the expression of MyD88 protein and inhibit the invasion and metastasis of human colon cancer

cells by down regulating the expression of MMP-2 and MMP-9 protein.
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