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Abstract

AIM: To investigate the effect of the selective
cyclooxygenase-2 (COX-2) inhibitor NS-398 on
the expression of matrix metalloproteinases
(MMPs) and tissue inhibitor of metalloproteina-
ses (TIMPs) in liver cancer cell line induced by
hepatocyte growth factor (HGF), and to explore
the possible mechanism of NS-398 in depressing
tumor cell invasiveness.

METHODS: HGF-induced liver cancer cells

HepG2 were treated with different concentra-
tions of NS-398 (0, 20, 40, 60, 80 umol/L). The
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expression of MMP-7, MMP-9 and TIMP-1 in-
side the cells, the contents outside of the cells
and the levels of mRNA were observed by im-
munohistochemistry staining, enzyme-linked
immunosorbent assay (ELISA), and reverse tran-
scription-polymerase chain reaction (RT-PCR),
respectively.

RESULTS: After HepG2 cells were treated
with NS-398 for 48 h, the expression of MMP-7,
MMP-9 and TIMP-1 protein in the cells were
decreased; the content of MMP-7 in the culture
fluid was 8.2 +0.6,5.8 £+ 0.8, 43 +£0.8,2.7 + 0.4,
and 1.7 + 0.4 ng/L, respectively, as 0, 20, 40, 60,
and 80 umol/L NS-398 was used; the relative
level of MMP-7 mRNA in the cells was 0.58 *
0.06, 0.42 £ 0.03, 0.37 £ 0.01, 0.36 + 0.01, and 0.33
* 0.01, respectively; MMP-9 can not be detected
in the culture fluid, but its relative mRNA level
was 0.32 £ 0.02, 0.23 £ 0.02,0.21 £ 0.01, 0.17 £ 0.01,
and 0.13 £ 0.01, respectively, in the cells; the con-
tent of TIMP-1 in the culture fluid was 39.0 £ 0.9,
295+ 28,250+ 09, 16.8 £ 0.4, 11.8 £ 0.3 pg/L
and its relative mRNA level in the cells was 0.19
+0.02, 0.17 £ 0.02, 0.16 + 0.01, 0.13 + 0.01, and 0,
respectively.

CONCLUSION: The selective COX-2 inhibitor
can inhibit the gene transcription of MMP and
TIMP, and lead to the imbalance of TIMP and
MMP percentage, which is one of the possible
mechanisms in reducing tumor cell invasive
ability.
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