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hepatocellular carcinoma (HCC) is the most common type of primary liver cancer and
the third leading cause of cancer mortality worldwidel. The mortality of HCC is high
because of potential curative treatments being effective only at the early disease stages?2
and drug resistance being developed. Therefore, novel effective therapeutic strategies
are urgently required. So we focus on the development of tumor-targeted drugs. In
recent years, Chinese herbal medicine research has paid special attention. Therefore,
we choose Kukoamine A in this project. Kukoamine A is a spermine alkaloid, which
has anti-oxidation and anti-inflammatory effects, but its anti-cancer function has not
been researched yet. Therefore, if natural Chinese herbal extracts can be developed as
health foods for high-risk groups or diagnosed patients, and supplemented with the

main treatment mode, it will be of great benefit to patients.

First, in order to test whether Kukoamine A is cytotoxic to Hepatocellular carcinoma
(HCC) cell Sk-hep-1 and PLC/PRF/5, MTT assay results show that Kukoamine A
effectively inhibits the growth of some HCC cell . The dose effect is significant. The
Colony formation assay results show that Kukoamine A inhibits long-term cell
proliferation. Through cell cycle experiments, we found that Sk-hep-1 has G2/M phase
arrest. It was found from Boyden chamber assay that Kukoamine A effectively inhibited
the metastasis and invasion of Sk-hep-1 and PLC/PRF/S. It was further confirmed by
Western blotting that Kukoamine A inhibited cancer cell metastasis-related proteins
such as metalloproteinase MMP-2 and MMP-2. MMP-9 protein expression level. To
clarify the influence of Kukoamine A on the message transmission pathway, we tested
the activity of MAPK-related proteins (ERK, JNK, p38) and found that the expression
of P-ERK protein increased. In summary, Kukoamine A effectively reduces the
expression of MMP-2 and MMP-9 proteins and its upstream message transmission
mechanism may be the activation of ERK protein, thus inhibiting the metastasis ability

of liver cancer cells. However, its detailed mechanism remains to be verified.
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