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The antitumor effect of
butylidenephthalide derived from
Angelica sinensis on human
hepatocellular carcinoma: An example
of using telomerase activity as a
screening platform

Harn, Horng-Jyh
Buddish Tzu Chi Hospital

ABSTRACT

Aim: The naturally-occurring compound, TZU-01, which is isolated
from the chloroform extract of Angelica sinensis (AS-C), has been
demonstrated its anti-tumor effect on human GBM. In this study, we
further examined its anti-tumor effect on hepatocellular and also exploited
its target genes by microarray.

Method: In order to realize the mechanism of TZU-01-induced
tumor growth arrest and apoptosis, we examined TZU-01-induced changes
in gene expression by oligodeoxynucleotide-based microarray screening
using human hepatocellular carcinoma J5 cells. Western blot and siRNA
techniques had been applied to further conform. Finally , the xenograft
animal study of hepatocellular carcinoma had also been performed.

Result and Discussion: By microarray and western blot analysis,
Nur77, Nor-1 and Nurrl were all induced after TZU-01 treatment in a
time- and dose-dependent manner. In addition, cytochrome c release and
caspase-3 activation were induced after TZU-01 treatment. Inhibition of
TZU-01-induced Nur77 expression by Nur77 short interfering RNA
(SIRNA) significant reversed TZU-01-induced apoptosis in J5 cells,
suggesting that the expression of Nur77 plats an important role in
TZU-01-induced apoptosis. In vivo study, TZU-01 could significant
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inhibit tumor growth in dose dependent and no any side effects had been
observed. Taken together, these results demonstrated the TZU-01 could
induced Nur77 family genes, leading apoptosis in live cancer. These in
vitro and in vivo anti-cancer effects indicate that TZU-01 could serve as a
new anti-liver tumor drug.

Keywords : microarray - anti-tumor - target genes
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