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Fascin shRNA regulates the growth of colorectal cancer

Abstract

cells through Notchl signaling pathway
YU Wei, ZHANG Zhibiao, MA Da
(Second Department of General Surgery, Hanchuan People’s Hospital, Hanchuan Hubei 431600, China)

Objective: To investigate the effect of Fascin shRNA on the growth of colorectal cancer cells.
Methods: Colorectal cancer cells HT29 infected with Fascin shRNA and shRNA control lentivirus, real-time
PCR and Western blot were used to measure the expression of Fascin mRNA and protein, at the same time, the
level of Notchl protein was detected by Western blot, Notchl signaling pathway inhibitor DAPT was used to
the HT29 cells after downregulate Fascin. Cell proliferation, cell cycle, the expression levels of cyclin p27 and
Cyclin D1 were detected by MTT assay, flow cytometry, and Western blot, respectively. Results: After Fascin
shRNA lentivirus infection, Fascin transcription and expression levels were reduced. However, shRNA control

lentivirus had no effect on Fascin expression. The cell proliferation ability of silent Fascin was reduced, the
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proportion of Gy/G; in cells increased, the level of Cyclin D1 protein in the cells decreased, the level of p27

protein was increased. Silencing Fascin reduced the level of Notch1 protein in cells. Moreover, Notch1 signaling

pathway inhibitor DAPT coexisted with silencing Fascin to further inhibit the proliferation of colorectal

cancer cells, the cell cycle of colorectal cancer was blocked, the expression of Cyclin D1 protein reduced, the

expression of p27 protein promoted. Conclusion: Fascin shRNA can inhibit proliferation and blocked cell

cycle of colorectal cancer cells by inhibiting Notch1 signaling pathway.
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Figure 1 Downregulation of Fascin expression in colorectal

cancer cells by lentivirus infection

F1 ZHEEFE M FascinBI R IEKFE (x + 5)

Table 1 Expression level of Fascin in colorectal cancer cells

(% +5)
21 1) Fascin mRNA Fascin &[]
X} HEZH 1.00 0.45 + 0.06
[ HEH 0.98 +0.12 0.43 + 0.07
T 0.41 + 0.06* 0.18 + 0.03*
F 56.117 21.670

P <0.001 0.002
5xtHaA AL, *P<0.05

Compared with the control group, *P<0.05.
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HEEFEMEF Notchl1 HIRIX
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Figure 2 Notchl signaling pathway inhibitor co silencing
Fascin down-regulation of Notchl expression in colorectal

cancer cells
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Table 2 Expression level of Notchl protein in colorectal

cancer cells in each group (¥ +s)

215 Notchl

Xof B2 0.45 + 0.08
FH 2 0.47 + 0.06
T 0.30 +0.03*
T +DAPTH 0.19 + 0.02°
F 18.575

P 0.001
EXTREAAHLL, *P<0.05; HTHAAHLL, P<0.05,

Compared with the control group, *P<0.05; compared with the
interfere group, *P<0.0S.
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Table 3 OD values of colorectal cancer cells in each group

(x£5)

415 oD

X HRZH 0.29 +0.03
FH A 0.28 + 0.04
T 0.20 + 0.02*
T4 +DAPTA 0.14 +0.01°
F 15.429

P 0.001
SXIRAAELL, *P<0.05; H5THRAMLIL, "P<0.05.

Compared with the control group, *P<0.05; compared with the
interfere group, *P<0.05.
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Table 4 Cell cycle proportion of colorectal cancer in each group (¥ +s)

£ T3 /9%

20 531

G,/G, S G,/M
X HRZH 58.87 + 5.16 23.54 +2.36 17.99 + 1.62
[ 2R 56.95 +3.58 24.87 +2.69 18.17 + 1.74
T 63.82 +2.10* 14.26 + 1.54* 2727 + 1.42*
T +DAPTAH 69.47 +3.51° 10.17 + 1.40° 29.36 +2.11°
F 11.536 35.714 35.297
P 0.003 <0.001 <0.001

5%, *P<0.05; HTILAAMLL, “P<0.05,

Compared with the control group, *P<0.05; compared with the interfere group, *P<0.05.
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Figure 3 Notch signaling pathway inhibitors cooperate with
silencing Fascin to reduce Cyclin D1 expression and promote

P27 expression in colorectal cancer cells

RS BAZEHEBEMAM D27, CydinD1EAKFE(x+5)
Table 5 p27, Cyclin D1 protein levels in colorectal cancer

cells(x = s)

5 p274E Cyclin D1# 1
X HRZH 0.21 +0.02 1.15+0.10
BI 2 0.20 = 0.03 1.13 +0.14
THed 0.84 = 0.06* 0.82 + 0.06*
T +DAPTLH 1.08 +0.11° 0.38 + 0.04"
F 140.912 44.667

P 0.000 0.000

XML, *P<0.0s; STHAMLL, "P<0.05.
Compared with the control group, *P<0.05; compared with the
interfere group, *P<0.0S.
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