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Tetrandrine Inhibits Invasion and Metastasis of Lung Adenocarci-
noma Cells by Inhibiting IL-8 Secretion in Tumor-Associated Fi-

broblasts via NF-kB Pathway
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Abstract: [Objective] To investigate the inhibitory effect of tetrandrine (Tet) on the invasion and metastasis
of lung adenocarcinoma cells and its mechanisms. [Methods] The conditioned medium(CM) was used to
stimulate embryonic lung fibroblasts MRC5 to establish a cancer-associated fibroblast (CAF) model.
Western blot was used to analyze the expression and phosphorylation level of NF-kB pathway proteins
IKK,IkB and p65 before and after Tet treatment. ELISA assay was used to assess the secretion of IL-8 in
CAF,and the ability of CAF to induce the invasion and metastasis of human lung adenocarcinoma H1975
cells was analyzed with Transwell assay. The free IL-8 in the culture medium was blocked by antibody
(alL-8 group),and the change of CAF induced effect was evaluated in H1975 cells. [Results] After 24h
of Tet treatment, the phosphorylation levels of NF-kB pathway proteins IKK, IkB,and p65 protein in CAF
decreased significantly. The content of IL-8 in the supernatant of the Tet group was (151.7+24.8) pg/ml,
which was significantly lower than the model group (384.7+39.5) pg/ml (P<0.001). The number of H1975
cell migration in the model group was 141.7+21.5,and that in Tet group was 41.3£11.9 (P<0.01). The
number of H1975 cell invasion in the model group was 129.7+25.1,and that in Tet group was 56.7+14.5
(P<0.05). The number of H1975 cell migration induced by the model group was 152.3+25.5,and that of
the IL-8 blocked(alL-8) group was 61.7+£15.5(P<0.01). The number of H1975 cells in the model group was
136.3+14.5,and Tt was 73.3+12.7 in the alL.-8 group (P<0.01). [Conclusion] Tetrandrine can inhibit the
CAF-induced invasion and metastasis of lung adenocarcinoma cells,which is associated with the
inhibition of the activity of NF-kB pathway and the secretion of 1L-8 by CAF.
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Figure 1 o«-SMA expression levels in MRCS cells in different experimental groups
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Figure 2 NF-kB pathway protein expression and phosphorylation levels
in CAF cells of different experimental groups
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Figure 3 IL-8 secretion by CAF cells in different
experimental groups
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A :Tet inhibited the ability of CAF to induce the migration of HI975 cells.
B:Tet inhibited the ability of CAF to induce the invasion of H1975 cells.

Figure 4 The ability of CAF to induce invasion and metastasis of H1975
cells in different experimental groups(x100)
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A:all-8 inhibited the ability of CAF to induce H1975 cell migration.
B:alL-8 inhibited the ability of CAF to induce H1975 cell invasion.
**P<0.01

Figure 5 CAF treated with IL-8 neutralizing antibody inhibited its ability to
induce invasion and metastasis of H1975 cells(x100)
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