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Abstract (limited to 4000 words):

Gastric cancer (GC), one of the most common malignant tumors in China, is
supposed to present drug resistance to traditional chemotherapeutics which
usually have overt side effects. Therefore, it is very important to explore
high effective natural medicine against GC with low toxicity for clinical
application. In the previous study, we found that a —-hederin extracted from
the seeds of Nigella glandulifera Freynet Sint. could inhibit proliferation
and induce apoptosis, down-regulate glutathione (GSH), and strengthen the
inhibition effect of thymoquinone (TQ) in GC cells. We speculate that GSH
depletion could cause an accumulation of ROS, and stimulate the
Caspase—cascade mediated apoptosis of GC cells. On the other hand, ROS could
suppress the expression of NF-x B resulting in the inhibition of proliferation
and invasion. What’ s more, the down-regulation of NF-kx B, which is a key
downstream molecular of PTEN signaling pathway, plays a pivotal role in the
relationship of a -hederin and TQ. In the present research, the drug-resistant
GC cell lines will be established and the models of human gastric carcinoma in
nude mice would be made by orthotopic transplantation. The synthesis of GSH in
the cancer cell lines and models would be promoted and interfered by specific
promoter and inhibitor. Based on these, the expression of GSH and related
proteins in GC cell lines would be detected in the present of a -hederin to
verify the essential roles of a-hederin in the regulation of inhibiting
proliferation and inducing apoptosis in tumor cells. Moreover, the effects of
a —hederin on the proliferation and apoptosis of GC cells induced by TQ would
also be investigated, which will provide profound foundations for further
employment of Nigella glandulifera against gastric cancer in the future.

Keywords: Gastric cancer; a -Hederin; Thymoquinone; Chemotherapy; Mechanism
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